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J. Am Chem. Soc., 64, 1291 (1942) and US Patent 3 S47 o=i , 
method for converting nrim,™ «i u, 3,547,951 disclose a 
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where Rj is 



5 




where X 1 is -H or -F; 
where X 2 is -H or -F; 
10 where Q 1 is: 



15 



a) 



A* 



A 1 - 



JCH 2 ) 

- — "—Kl 



20 



25 



b) 



c) 



2? 
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Q 1 and X 2 taken together are: 



5 




where Z 1 is: 

a) -CI^-, 

b) -CH(R 4 >CH 2 -, 

c) -C(0)-, or 

d) -CHgCHjCIV; 
where Z 2 is: 

«) -o 2 s-, 



15 



20 



30 



35 



b) 


-o-. 


c) 


-N(R 7 )-, 


d) 


-OS-, or 


e) 


■S-; 


where Z 3 is: 


a) 


-OjjS-, 


b) 


-o-, 


c) 


-OS-, or 


d) 


-S-; 


where A 1 is: 


a) 


H-or 


b) 


CH 3 ; 


where A 2 is: 




a) 


H-, 


b) 


HO-, 


O 


CHg-, 


d) 


CH a O-, 


e) 


H 2 0-CH 2 -C(O)-NH- 


f) 


R 3 0-C(OKNH-, 


si 


(C r C 2 )alkyl-0-C(0)-, 


h) 


HO-CH 2 -, 


i) 


CH3O-NH-, 


j) 


(Cj-CgJalkyl-OgC- 
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CH 3 -C(0)-, 
» CHg-CCO-CKj-, 



1) 



10 A* and A 2 taken together are: 
a) >fX 



n) 



15 b) 



o= 



R14 

20 

where R 1 is: 

a) -CHO, 

b) -COCH 3> 

c) -COCHCl 2 , 
25 d > -COCHP 2 , 

e) -C0 2 CH 3 , 

0 -S0 2 CH 3 , or 

B) -COCI^OH; 
where R 2 i 8: 

30 a) H-, 

W CH 3 -, 

c) phenyl-CH 2 -, or 

d > CH 3 C(0)-; 
where R 3 is: 

35 a) (C^alkyl-, or 
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b) phenyl-; 
where R 4 is: 

a) H-, or 

b) HO-; 
5 where R 5 is: 

a) H-, 

b) (C r C 3 )alkyl-, 

c) - CH-CH 2 - or 

d) CH 3 -0-(CH 2 ) 2 -; 
10 where R 6 is: 

a) CH s -C(0)-, 

b) H-C(OK 

c) ClgCH-CCO)-, 

d) HOCH2-C(0)-, 
15 e) CH 3 S0 2 -, 



20 



25 



f) 

g) F 2 CHQO)-, 
h) 



s v C(0) 



N ^ - N -- C(0) 

w 



i) HaC-CCO^O-CHg-CCO)-, 

j) H-cxo-o-caj^o)-, 

k) /°V-C(0) 



1) HCs CH-CHjjO-CHjj-CXO)- or 
m) phenyl-CH 2 -0-CH2-C(0)-; 
where R 7 is: 

a) R 2 O-C{R 10 XR 11 >-C(O)-, 

b) R 3 0-C(O)-, 

c) R 8 -C(OK 
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10 



15 



H 



H 



0 H 3 C-C(OMCH 2 ) 2 -C(0)-, 

e> R 9 -S0 2 ., 



h) 




20 i> HO-CHg-CK))-, 

j) R^CHjg^-, 

k) R^-CfOMJ-Caj^O)-, 

1) (CHg^-Cl^-aO-NH-, 

m) NC-CH2- or 

25 ») P 2 - CH -CH 2 -; 
where R 8 is: 

a) H-, 

b) (C 2 <; 4 )alkyl, 

c) aryl -(CH^, 
30 d) ClttjC-, 

«) CljHC-, 

0 FSLjC-, 

&) FjjHC- or 

35 where R 9 is: 
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a) -CH 3 , 

b) -CHjjCl, 

c) -CH 2 CH=CH2, 

d) aryl or 

5 e) -CHjjCN; 

where R 10 is H- or CH 3 -; 
where R 11 is H- or CH 3 -; 
where R 12 is: 

a) H-, 

M W CH3O-CH2O-CH2- or 

c) HOCHg-; 
where R 13 is: 

a) GH 3 -, 

b) HOCIL5-, 

15 c) (CHg^-phenyl, or 

d) (CHg^-CHjj-; 
where R 14 is: 

a) HO-, 

b) CH3O-, 
20 C ) HgN-, 

d) CH 3 0-C(0)-0-, 

e) CH 3 ^X0>O^3H2-C(0)-O-, 

f) phenyl-CH^-O-CK^-CXOK)-, 

g) HCKCH^g-O-, 

25 h) CHgO-CrLj-OKCHaVO-, or 

i) CHgO-CHjO-; 
where R 15 is: 

a) H- or 

b) C1-; 
30 where R 16 is: 

a) HO- 

b) CH3O-, or 

c) F; 
where m is 0 or 1; 

35 where n is 1 thru 3; 
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where p is 0 or 1; 

where aryl is phenyl substituted with zero (0) or one (1) of the following: 

a) -F, 

b) -CI, 

5 c) -OCH 3 , 

d) -OH, 

e) -Nilj, 

f) -(C r C 4 )alkyl, 

g) -0-C(0)-OCH 3 , or 

10 h) -NO s and protected forms thereof, which comprises contacting a 

hydroxy compound selected from the group consisting of: 
(a) (S>, (R). dihydroxy compound of formula 0) 

Mj-CK^-CHCOH^CHg-OH (I) 
or any mixture thereof where Mj is -CI, -Br or -0-S0 2 -^CH 3 , or 
15 (b) <SK (R> glycidol (IV) 

C'H^C'H-CrLj-OH dV) 
or any mixture thereof where the carbon atoms designated by an * are each bonded 
to the same oxygen atom (-O-) to form a three member ring, with a carbamate of 
formula (IIA) 

20 Rj-NH-CO-O-Mjj (IIA) 

or a trifluoroacetamide of formula (IIB) 

R r NH-CO-CP 3 (IIB) 
m the presence of a lithium cation and a base whose conjugate acid has a P K of 
greater than about 8 where -O-l^ is a base whose acid has a pk a of between about 
25 8 and about 24, and where R 2 is as defined above. 

Also disclosed is a process to prepare 5-aminomethyl substituted 
oxazolidinone amines of formula (VII) 



30 



O 

R, U (VH) 



CH 2 NH 2 



where Rj is as defined above, which comprises: 
35 (1) contacting 5-hydroxymethyl substituted oxazolidinone alcohols of formula 



11 



WO 97/37980 



PCT/US97/03458 



(in) 



II am 



CH 2 OH 

where R x is as defined above with a sulfonylating agent selected from the group 
consisting of compounds of formula (V a -V d ) 

10 ^-S^CeH^aCNO^^ (v a ) 

0(S0 2 -F) 2 (V^ 
CXS0 2 -CF 3 ) 2 (V d ) 

where n r is 0, 1 or 2; 

15 where n 2 is 0 thru 4 with the provisos that: 

ifnjisO, n 2 is2, 3 or 4, 

if n 2 is 1, ng is 0 or 1, 

if n 2 is 2, n2 is 6; 

where n 3 is 5 - (n x + i^); 

20 where M 3 is CI- or Br- to produce the corresponding oxazolidinone sulfonate 

of formula (Vl a -VI d ) 

o 



25 



I 1^.. H CVIa or VIb) 



CHs O SO z C e H„3 (M0 2 )„, CI, 



're. 



30 



35 



o 

CH 2 O S0 2 F 



L__J^ (Vid) 

CHj O SO a CF 3 

12 
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and 

(2) contacting th. oxa*ollduK>n. sulfonate (VI.-^) with , t , 

pressure of less than abont SO pdg. 

PETAn,Rr> nBSPRrp-r,™., » F ^ m y^ m^ 

e^^T^ *° P ™ d ° Ce ** 6 " hydr » 3 ™^ 1 «*-««« ."solidiuon. 

© or any unxture ttereof «r (S K 00- elyc idoI <W> or any to „_,. ^ ^ 

cart»»,t.aiA) OT .trilluo™««a 1 nl < l e<>f&ril ,^ a(nB) coup!. „,th ft. 

™ e ^ h) * 01 ^^^^<^oUdtnot»^oU(ni)aren«tuI 

— 1- ^ted to pJ^nacauticaHy ^ 5- wy U mllWh ^ 

rr^ZTh^r"^*^ B^ofanananftLric 
" ; ' « S H^»"*»tethyl substituted o»„Iidteo„« (vm, and mixture. 

« CS^anWsr has antibacteHal th. ^ Mt . ^ ™° 

_-W ^ axasmidfton. ^ (vn, ^tton-r i, p „ d<10ed £ th. 
^hydreayntettyl srf.Uftted c.,,,^,. ^ ^ 
Predured ten ft. cs^dihyd^y „ ^ 

^-»«»" Preferred .nanta,.**. ae^enc. is to >« .nantlom^caHy pure (S). 

o^dtnon. alcohol (10) which is „^ ft „, Mtm ^ mar ^7°" 
ammomafty, .ubstituted ^ ^ ^ ^ ^ 

«» Mt »n,. ri oa„y sun, (S^acytaid^thy! substituted oa^dinon. <Vm> 
How.,„ rt to appiWto ana^mtha^th.,^^ ^ 

P^r ^"^ rtathe ^'°-' i °-« te ^-»».t«y 

oT ZZ*™" T " """""^ — «— ft ft. d^ 

^.refora, ua« th. ch»u«ry of th. cluing rtth „ y oftbe 

..anftmrenc fom , i. conddered .qnh^tent te th. claharf proo«»„ 
i alvddoi"" ^yr^^ "l-C^-CWOHMavOH, of formula (!) and 
de^^7 0m "^ C H - C H ^«. OV) wlrere ft. ^ >tom . 

member ring, are known to those skills in t-i^ „w , 

^ BKUAea m the art or can be readilv Brenar^H f wm 

tt ^ ^ be ** """^ <»• » » Preferred that 

th. dftydroay expound „, and ft. g ,y ddol „, u ^ (S^J^ 
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preferred that M x is C1-; it is preferred that the dihydroxy compound (I) be claim 5, 
which can be purchased commercially. 

The carbamates, Rj-NH-CO-O-M^, of formula (IIA) and the 
trifluoroacetamide, R r NH-CO-CF 3 , of formula (IIB) are either known to those 
5 skilled in the art or can readily be prepared from known compounds by methods 
known to those skilled in the art. The nature of the leaving group Mg is not 
important since it is lost during the course of the reaction as is known to those 
skilled in the art. Operable Mg (leaving groups) are those where -O-Mg is a base 
whose acid has a pk a of between about 8 and about 24. Preferred Mg includes 
10 C r C 20 alkyl, 

C 3 -C 7 cycloalkyl, 

4>- optionally substituted with one or two C r C 3 alkyl or F-, C1-, Br-, I-> 
CH2 as CH-CH2- f 
CH^H-CH-CHg-, 
15 (CH^C-CH-CH^-, 
CHv>=CH-, 
iK5H^CH-CH 2 -, 

^nCHg- optionaUy substituted on <>- with one or two -CI, C r C 4 alkyl, -N0 2 , 
-CN, -CF 3 , 
20 9-fluorenylmethyl, 
(C1) 3 C-CH2 % 
2-trimethylsilylethyl, 

1- aHamantyl, 
25 (*) 2 CH-, 

CHaC-C(CH 3 ) 2 . 

2- furanylmethyl, 

isobornyl, more preferred leaving groups are C x -C 4 alkyl or benzyl. Any 
other leaving group which operates in a similar manner is considered equivalent to 

30 those identified above. The carbamate (IIA) and trifluoroacetamide (IIB) carry the 
aromatic/heteroaromatic group (R y ) of the 5-hydroxymethyl substituted 
oxazolidinone alcohol (III). It is preferred that R t is phenyl substituted with one -F 
and one substituted amino group; it is more preferred that Rj is 3-fluoro-4-[4- 
(benzyloxycarbonyl^l-piperazinyllphenyl or 3-fluoro^-(4.morpholinyl)phenyl. 

35 Depending on the particular substituents in R p the groups may have to be protected 
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as is known to those skilled in the art, by means known to those skilled in the art to 
prevent undesirable side reactions. For example, if the Rj substituent has a free 
primary or secondary hydroxy group, it is not necessary, but preferable to protect it 
with an alcohol protecting group in the formation of the 5-hydroxymethyl 
5 substituted oxazolidinone alcohols (III). The unprotected alcohol will not in general 
interfere with the reaction of the dihydroxy compound (I) or glycidol (IV) with the 
carbamate (HA) or trifluoroacetamide (KB) to give the 5-hydroxymethyl substituted 
oxazolidinone alcohols (HI). However, an unprotected alcohol will in general interfer 
with the conversion of the 5-hydroxymethyl substituted oxazolidinone alcohols (HI) 
.0 to the corresponding 5-aminomethyl substituted oxazolidinone amines (VII), because 
it is very difficult or impossible to selectively protect a primary or secondary alcohol 
on the Rj functionality in the presence of another primary or secondary alcohol 
Suitable alcohol protecting groups are well known to those skilled in the art 
p»fa»d ™ Cl-CB alkyl, ♦-CH 2 -, CH^O-CH,-, CH 3 , CH^S-CH,, ^-O-CH,-, 
5 tet^yd~Pyranyl, CH 3 CH^^ 

nitrobenzyl, (^C-, (CH 3 ) 3 Si-, tCH 8 -CH(CH 3 )] 3 Si-, ♦(CH^i-. These protecting 
groups are removed by means known to those skilled in the art. For example if R. 
containes a hydroxy substituent, it must be protected during the transformation of 
the 5-hydroxymethyl substituted oxazolidinone alcohol (HI) to the 5-aminomethyl 
> substituted oxazolidinone amine (VII) or the 5-acylamidomethy] eubstituted 
oxazoUdinone (VIII). If the R a substituent contains a free primary or secondary 
ammo substituent it does not have to be protected during formation of the 5- 
hydroxymethyl substituted oxazolidinone alcohols (HI) but must be protected during 
transformation of he 5-hydroxymethyl substituted oxazoUdinone alcohols (III) to the 
corresponding 5-aminomethyl substituted oxazoUdinone amines (VII) and the 5- 
acylamidomethyl substituted oxazolidinones (VIII). The reason is that the amino 
group will in general undergo an undesired side reaction during one or more of the 
steps mvolved in the transformation of the 6-hydroxymethyl substituted 
oxazolidinone alcohols (HI) to the corresponding 5-acylamidomethyl substituted 
oxazolidinones (VIII). Therefore, it is preferable to protect any free amino 
substituent in the R : functionality prior to the reaction of the dihydroxy compound 
(I) or glycidol (IV) with the carbamate (IIA) or trifluoroacetamide (HB) Amino 
protecting groups are very well known to those skilled in the art. Preferred amino 
protecting groups include: 
35 (I) C r C 4 alkyl, 
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(II) ^CHg-, 

(III) (<j>) 3 C., 

(IV) R a -CO~ where R a is (A) H-, (B) C r C 4 alkyl, (C) C 5 -C 7 cycloalkyl, (D) (C r 
C 6 alkylK)-, (E) C^C-CHg-O-, (F) ^C-CH-CH^O-, (G) 4kOT=CH-CH 2 -0-, (H) *- 

5 CH^O-, (Dp-methoxyphenyl-CHg-O-, Wp-nitrophenyl-CH^O-, (K) <K>-, (L) CH 3 - 
CO-CH 2 -, (M) (CH 3 ) 3 Si-0-, 

(V) R b -S0 2 - where R b is: (A) (C x alkyl)-, (B) <K (C) p-methylphenyl- and (D) 
4>-CH 2 -. A preferred amino protecting group is benzyloxycarbonyl which can be 
removed by catalytic hydrogenation as is known to those skilled in the art. There is 

10 nothing novel regarding the use of protecting groups in these reactions or the nature 
of the particular protecting groups. All this is well known to those skilled in the art. 
The protecting groups can be removed after the last reaction in which the protected 
substituent would be affected or carried along and removed after subsequent 
reactions as is known to those skilled in the art. For example, it my be preferable to 

15 carry the protecting group along until the final acylation step is completed, before 
removal* as is known to those skilled in the art. Optionally the R x substituent can 
be modified after the 5-acylamidomethyl substituted oxazolidinones (VIII) is 
produced depending on what chemical reactions are required as is known to those 
skilled in the art. 

20 The reaction of either dihydroxy compounds (I) or glycidol (IV) with either the 

carbamates (HA) or trifluoroacetamides (IIB) give the same 5-hydroxymethyl 
substituted oxazolidinone alcohols (III). The choice of whether to use a dihydroxy 
compound (I) or glycidol (TV) to produce a particular 5-hydroxymethyl substituted 
oxazolidinone alcohol (III) has to be made on a case by case basis. No starting 

25 material is preferred in all cases; there is no generally preferred way based on 

chemistry alone. The decision involves the commercial availability of the particular 
starting material, its chemical and enantiomeric purity, its cost, etc as is known to 
those skilled in the art. 

One process of the present invention is the reaction of the dihydroxy 

30 compound (I) or glycidol (IV) with the carbamate (IIA) or trifluoroacetamides (IIB) 
in the presence of lithium cation (La + ) and a base whose conjugate acid has a pK^ of 
greater than about 8. 

The processes requires about one molar equivalent of either the dihydroxy 
compound (I) or glycidol (IWequivalent of carbamate (IIA) or trifluoroacetamides 

35 (IIB). The reaction requires a base, the nature of which is not critical so long as it is 
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strong enough to deprotonate the carbamate (II). Operable bases are those whose 
conjugate acid has a pl^ of greater than about 8. Preferred bases include 
compounds selected from the group consisting of: 

alkoxy compounds of one thru seven carbon atoms, 
5 carbonate, 

methyl, sec-butyl and f-butyl carbanions, 

tri(alkyl)amines where the alkyl group is from 1 thru 4 carbon atoms, 

conjugate base of the carbamate (II), 

DBU, 

10 DBN, 

N-methyl-piperidine, 
N-methyl morpholine, 
2,2,2-tricbJoroethoxide and 

Cl 3 C-CH 2 -0-; most preferred bases are where the base is alkoxy of four or 
five carbon atoms. It is preferred that the four and five carbon alcohol bases be f- 
amylate or *-butomde. Sodium or potassium bases in combination with a lithium 
salt (such as lithium chloride or lithium bromide) can be used forming the lithium 
cation and base in situ. 

The nature of the solvent is not critical. Operable solvents include cyclic 
20 ethers such as THF, amides such as DMF and DMAC, amines such as 

triethylamine, acetonitrile, and alcohols such as i-amyl alcohol and r-butyl alcohol. 
The choice of solvent depends on the solubility of the carbamate (HA) or 
trifluoroacetamide (JIB) as is known to those skilled in the art. 

When the starting material is the dihydroxy compounds (I) it can be 
beneficial to react the dihydroxy compound (I) with an cycliring agent prior to 
contacting with the carbamate (HA) or trifluoroacetamide (IBB). The term "cycliring 
agent" refers to a base that cyclizes the dihydroxy compound (I) to glycidol (IV) 
Operable cycliring agents include bases whose acid has a pk a of greater than about 
7; preferred cyclizing agents are sodium, potassium or lithium butoxide, sodium or 
potassium hydroxide, potassium carbonate, DBU, lithium, sodium and potassium 
amylate; most preferred is potassium t-butoxide. It is preferable to perform the 
reaction at < 100°, more preferable to perform it at < 70°, even more preferable to 
perform it at < 50° and most preferable to perform it at < 25°. The reaction can be 
performed at room temperature (about 20 to about 25°). At about 20°, the reaction 
requires about 8 hr to reach completion (in DMAC). If a faster reaction is desired, 
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the reaction can be run at higher temperature. As stated above, differentiation 
between primary alcohols and secondary alcohols is diffic ult In the cyclization 
reaction, a simple alcohol is formed. For instance, benzyl alcohol is formed when a 
benzyl carbonate is subjected to the cyclization conditions. Removal of this alcohol 
5 is necessary to the success of the alcohol to amine conversion. This is accomplished 
by crystallization using ethyl acetate/heptane (1/2). The benzyl alcohol stays in 
solution and the desired oxazolidinone alcohol is isolated as a solid. 

CHART C discloses the processes of transforming the 5-hydroxymethyl 
substituted oxazolidinone alcohols (III) to the corresponding 5-aminomethyl 

10 substituted oxazolidinone amines (VII). The situation of protecting the alcohol 
and/or amino groups on the R^ functionality was discussed above. The 5- 
hydroxymethyl substituted oxazolidinone alcohols (HI) are contacted with a 
sulfonylating agent (V ft -V d ) of four types. These are Mg-SOg-CgHagOTOg^Cl^ 
(V a ), ©[•SOa-Ce^CT^Og^iC^ (V b ), <XS0 2 -D 2 (V c ) and 0(S0 2 -CF 3 ) 2 (V d ). M 3 

15 is a leaving group which includes CI- or Br-; it is preferred that M 3 be CK The 5- ... 
hydroxymethyl substituted oxazolidinones (HI) are contacted with a sulfonylating 
agent (V a -V d ) to form a oxazolidinone sulfonate (VI a -VI 4 ) intermediate. 

The sulfonation reaction of converting the 5-hydroxymethyl substituted 
oxazolidinones (HI) to the corresponding oxazolidinone sulfonates (VI) is performed 

20 by contacting the 5-hydroxymethyl substituted oxazolidinones (III) with at least one 
molar equivalent of the sulfonylating agent (V a -V d ) in the presence of a base in an 
inert solvent at about 0°. Operable bases include triethylamine, tributylamine, 
diisopropylethylamine, DABCO, DBU, DBN, n-butyl lithium, ethyl magnesium 
chloride and the equivalents thereof; preferred is triethylamine. Inert solvents 

25 include most organic solvents such as methylene chloride, THF, DMA, DMF, ethyl 
acetate, and the equivalent thereof; preferred is methylene chloride. 

The ammonolysis reaction of the conversion of the oxazolidinone sulfonates 
(VI) to the corresponding 5-aminomethyl substituted oxazolidinone amines (VH) is 
performed under open or non-sealed conditions or under sealed conditions although 

30 it is preferred to be performed under sealed conditions. 

In either case the ammonolysis reaction is carried out by contacting the 
oxazolidinone sulfonates (VI) with ammonia (preferably aqueous) preferably with a 
solvent or mixture of solvnets. Preferred solvents are those that dissolve both the 
oxazolidinone sulfonates (VI) and the aqueous amm onia because by dissolving both 

35 contact between them is insured. However, the process is also operable with 
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solvents that only partially dissolve the oxazolidinone sulfonates (VI), the 
disadvantage is that the reaction in general is slower. In the case of the the m- 
nitrobenenesulfonates, the preferred solvent is a mixture of acetonitrile/isopropanol 
or THP/isopropanol. The system is put under reduced pressure. The system is then 
5 closed or sealed, and the ammonia (preferably aqueous ammonia) is added and 

heated to less than 50°, preferably to less than 40°, preferably to about 38° (about 3 
psig). At about 3fM0° the pressure is about 0 to about 10 psig, which is well below 
the ceiling pressure rating of general purpose reactors. Under these conditions, at 
about 60°, the paig is about 20. It is preferred that the ammonolysis reaction be 
10 performed at a pressure of about 0 to about 20 psig, preferably at about 0 to about 5 
psig and at about 60" or less. Alternatively, the reaction is performed in an open 
system at reflux. la this case the temperature will be slightly lower and the 
reaction will require slightly longer to reach completion. The ammonia can be either 
aqueous, alcoholic or anhydrous; however, aqueous ammonia is preferred. 
5 Alternatively, the contacting with aqueous ammonia can be performed in the 

presence of an aromatic aldehyde (IX, Ar-CHO), preferably salicylaldehyde. The 5- 
aminomethyl substituted oxazolidinone amines (VII) and the aldehyde (DO form a 
Schiff base of the formula (oxazoudmcne-N«CH-Ar) which is then hydrolyzed with 
aqueous acid, as is known to those skilled in the art, to give the desired 5- 
> aminomethyl substituted oxazolidinone amines (VII). The aromatic aldehyde (DC) is 
useful in suppressing dimer formation. 

The 5-aminomethyl substituted oxazolidinone amines (VII) are acylated by 
known means such as acyl halides or acyl anhydrides to form the corresponding 5- 
acylamidomethyl substituted oxazolidinone (Vm). see CHART D. Any alcohol or 
amino protecting groups must be removed after the 5-acylamidomethyl substituted 
oxazolidinones (VDJ) are produced. However, they can be removed earlier in the 
reaction sequence depending on the particular substituents in question as is known 
to those skilled in the art. 

The 5-acylamidomethyl substituted oxazohdinones (VIII) are known to be 
Abacterial pharmaceutical agents. Rj, is selected from the group consisting of -H 
CrC^ alkyl optionally substituted with one or more halogens. (C 3 -C 7 )cyclo(C 5 - 
C 9 )alkyl or -O-R^ where R^ is C r C 6 alkyl. It is preferred that R, is C, alkyl. 

DEFINITIONS Aim rom^^Tj^xyp 

The definitions and explanations below are for the terms as used throughout 
this entire document including both the specification and the claims. 
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L CQl^VENTIONS FOR FORMULAS A ND DEFINITIONS OF VARIABLES 
The chemical formulas representing various compounds or molecular fragme- 
nts in the specification and claims may contain variable substituents in addition to 
expressly defined structural features. These variable substituents are identified by 
5 a letter or a letter followed by a numerical subscript, for example, M Z 1 ,> or "Rf where 
"i" is an integer. These variable substituents are either monovalent or bivalent, that 
is, they represent a group attached to the formula by one or two chemical bonds. 
For example, a group Z x would represent a bivalent variable if attached to the 
formula CH^-C^ZjXH. Groups R i and Rj would represent monovalent variable 

10 substituents if attached to the formula CH 3 -CH2-C(RjXRj)-H. When chemical 

formulas are drawn in a linear fashion, such as those above, variable substituents 
contained in parentheses are bonded to the atom immediately to the left of the 
variable substituent enclosed in parenthesis. When two or more consecutive 
variable substituents are enclosed in parentheses, each of the consecutive variable 

15 substituents is bonded to the immediately preceding atom to the left which is not 
enclosed in parentheses. Thus, in the formula above, both Rj and Rj are bonded to 
the preceding carbon atom. Also, for any molecule with an established system of 
carbon atom numbering, such as steroids, these carbon atoms are designated as Cj, 
where M i" is the integer corresponding to the carbon atom number. For example, C 6 

20 represents the 6 position or carbon atom number in the steroid nucleus as tradition* 
ally designated by those skilled in the art of steroid chemistry. Likewise the term 
"Rg" represents a variable substituent (either monovalent or bivalent) at the C € 
, position. 

Chemical formulas or portions thereof drawn in a linear fashion represent 
25 atoms in a linear chain. The symbol "-" in general represents a bond between two 
atoms in the chain. Thus CHg-O-CHg-CHCR^CHg represents a 2-substituted-l- 
methoxypropane compound. In a similar fashion, the symbol "= M represents a double 
bond, e.g., CKgoCCR^O-CHg, and the symbol represents a triple bond, e.g., 
HCsC-CH^MJH^CHg. Carbonyl groups are represented in either one of two 
30 ways: -CO- or -C(=OV, with the former being preferred for simplicity. 

Chemical formulas of cyclic (ring) compounds or molecular fragments can be 
represented in a linear fashion. Thus, the compound 4-chloix>-2-methylpyiidine can 
be represented in linear fashion by N*«CXCH 3 )-CH«CC1-CH=C*H with the 
convention that the atoms marked with an asterisk (*) are bonded to each other 
35 resulting in the formation of a ring. Likewise, the cyclic molecular fragment, 4- 
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(ethyl)-l-piperazinyl can be represented by -N*^CH 2 ) 2 -N(C 2 H 5 )-C3H 2 -C*H 2 . 

A rigid cyclic (ring) structure for any compounds herein defines an orientation 
with respect to the plane of the ring for substituents attached to each carbon atom of 
the rigid cyclic compound. For saturated compounds which have two substituents 
5 attached to a carbon atom which is part of a cyclic system, -CXXjXXg}- the two sub- 
stituents may be in either an axial or equatorial position relative to the ring and 
may change between axial/equatorial. However, the position of the two substituents 
relative to the ring and each other remains fixed. While either substituent at times 
may lie in the plane of the ring (equatorial) rather than above or below the plane 
(axial), one substituent is always above the other. In chemical structural formulas 
depicting such compounds, a substituent (X x ) which is "below" another substituent 
<X 2 ) identified as being in the alpha (a) configuration and is identified by a 

broken, dashed or dotted line attachment to the carbon atom, i.e., by the symbol "- - 
-" or The corresponding substituent attached "above" (Xg) the other (X x ) is 
15 identified as being in the beta (B) configuration and is indicated by an unbroken line 
attachment to the carbon atom. 

When a variable substituent is bivalent, the valences may be taken together 
or separately or both in the definition of the variable. For example, a variable Rj 
attached to a carbon atom as -C(=Rj>- might be bivalent and be defined as ox© or 
keto (thus forming a carbonyl group (-CO-) or as two separately attached monovalent 
variable substituents a-R^ and B-R^. When a bivalent variable, Rj, is defined to 
consist of two monovalent variable substituents, the convention used to define the 
bivalent variable is of the form "a-R^dJ-R^" or some variant thereof In such a 
case both a-R^ and B-Rj. k are attached to the carbon atom to give -C(a-R i _jXB-R i .j t > 
. For example, when the bivalent variable Rg, -C(=R 6 > is defined to consist of two 
monovalent variable substituents, the two monovalent variable substituents are a- 

^l *-**.! «-*3.9*-R6-io. ete - giving -aa-Rg.jXB-R6.2K .... -C(a-R 6 . 9 )(B-R 6 _ 10 )-, 

etc. Likewise, for the bivalent variable R n , -C(=R n )-, two monovalent variable 
substituents are a-R^JJ-R^.g. For a ring substituent for which separate a and B 
orientations do not exist (e.g. due to the presence of a carbon carbon double bond in 
the ring), and for a substituent bonded to a carbon atom which is not part of a ring 
the above convention is still used, but the a and B designations are omitted. 

Just as a bivalent variable may be defined as two separate monovalent 
variable substituents, two separate monovalent variable substituents may be defined 
to be taken together to form a bivalent variable. For example, in the formula 
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■Ci^JH-CjjtRjJH- (Cj and C 2 define arbitrarily a first and second carbon atom, 
respectively) R| and Rj may be defined to be taken together to form (1) a second 
bond between C x and C 2 or (2) a bivalent group such as oxa (-O-) and the formula 
thereby describes an epoxide. When R. and R. are taken together to form a more 
5 complex entity, such as the group -X-Y-, then the orientation of the entity is such 
that C 2 in the above formula is bonded to X and C 2 is bonded to Y. Thus, by 
convention the designation "... Rj and Rj are taken together to form -CHg-CH^O- 
CO- ..." means a lactone in which the carbonyl is bonded to C 2 . However, when 
designated "... Rj and Rj are taken together to form -CO-O-CHs-CH^the convention 

10 means a lactone in which the carbonyl is bonded to Cj. 

The carbon atom content of variable substituents is indicated in one of two 
ways. The first method uses a prefix to the entire name of the variable such as w C r 
C 4 ", where both "1" and M" are integers representing the minimum and ny^virY\^m 
number of carbon atoms in the variable. The prefix is separated from the variable 

15 by a space. For example, "C^-C^ alkyl" represents alkyl of 1 through 4 carbon 

atoms, (including isomeric forms thereof unless an express indication to the contrary 
is given). Whenever this single prefix is given, the prefix indicates the entire carbon 
atom content of the variable being defined. Thus C 2 -C 4 alkoxycarbonyl describes a 
group CHg^CH^-O-CO- where n is zero, one or two. By the second method the 

20 carbon atom content of only each portion of the definition is indicated separately by 
enclosing the "Cj-Cj" designation in parentheses and placing it immediately (no 
intervening space) before the portion of the definition being defined. By this 
optional convention (C 1 -C 3 )alkoxy carbonyl has the same meaning as C 2 -C 4 alkoxy- 
carbonyl because the "C-j-Cg" refers only to the carbon atom content of the alkoxy 

25 group. Similarly while both C 2 -C 6 alkoxyalkyl and (C 1 ^ 3 )alkoxy(C r Cg)alkyl define 
alkoxy alkyl groups containing from 2 to 6 carbon atoms, the two definitions differ 
since the former definition allows either the alkoxy or alkyl portion alone to contain 
4 or 5 carbon atoms while the latter definition limits either of these groups to 3 
carbon atoms. 

30 When the claims contain a fairly complex (cyclic) substituent, at the end of 

the phrase naming/designating that particular substituent will be a notation in 
(parentheses) which will correspond to the same name/designation in one of the 
CHARTS which will also set forth the chemical structural formula of that particular 
substituent. 

35 
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II. DEFINITIONS 
All temperatures are in degrees Centigrade. 
TLC refers to thin-layer chromatography. 
THF refers to tetrahydrofuran. 
DMF refers to dimethylform amide. 
DBU refers to 1 ,8-diazabicyclo[5 .4 . 0Jundec-7-ene. 
DBN refers to l,6-diazabicyclo[4.3;DJnon^-ene. 
DABCO refers to l,4-diazabicyclo[2.2.2]octane. 
DMA refers to dimethylacetamide. 

Saline refers to an aqueous saturated sodium chloride solution. 
Chromatography (column and flash chromatography) refers to 
purification/separation of compounds expressed as (support, eluent). It is understood 
that the appropriate fractions are pooled and concentrated to give the desired 
compounds ). 
15 BR refers to infrared spectroscopy. 

CMR refers to 13 C magnetic resonance spectroscopy, chemical shifts are 
reported in ppm (6) dovmfield from TMS. 

NMR refers to nuclear (proton) magnetic resonance spectroscopy, chemical 
shifts are reported in ppm (6) downfield from tetraraethylsilane. 
20 refers to phenyl (C 6 H 5 ). 

[alp 25 refers to the angle of rotation of plane polarized light (specific optical 
rotation) at 25° with the sodium D line (589A). 

MS refers to mass spectrometry expressed as m/e, m/z or mass/charge unit. 
tM + HT refers to the positive ion of a parent plus a hydrogen atom. EI refers to 
electron impact. CI refers to chemical ionization. FAB refers to fast atom 
bombardment. 

HUMS refers to high resolution mass spectrometry. 

Pharmaceutically acceptable refers to those properties and/or substances 
which are acceptable to the patient from a phaimacologicaWxmcological point of 
view and to the manufacturing pharmaceutical chemist from a physical/chemical 
point of view regarding composition, formulation, stability, patient acceptance and 
bioavailability. 

When solvent pairs are used, the ratios of solvents used are volume/volume 

(v/v). 

When the solubility of a solid in a solvent is used the ratio of the solid to the 
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solvent is weight/volume (wt/v). 

NNNNNN-NN-N refers to Chemical Abstracts Service (CAS, Columbus, Ohio) 
registry numbers where each M N" is an integer from 0 thru 9, but deleting leading 
zeros in the 6-digit portion of the number. Registry numbers are assigned to a 
5 particular chemical compound by CAS criteria, provided that the compound has been 
found to exist and it has been characterized in some way. Compounds published 
from approximately 1967 to the present are registered publicly and the registry 
number is the key to finding references in the CAS data base for such a registered 
compound. The CAS data base is publicly available from several database vendors 

10 such as STN International, System Development Corporation (SDC) Orbit Search 
Service, Lockheed Dialog, Bibliographic Retrieval Systems, Questrel, etc. CAS 
registry numbers are included in the EXAMPLES for some of the compounds which 
have been registered. 

"psig" refers to "gauge pressure" equal to pressure (in psi) minus 1 

15 atmosphere (14.7 psi). 

Without further elaboration, it is believed that one skilled in the art can, 
using the preceding description, practice the present invention to its fullest extent. 
The following detailed examples describe how to prepare the various compounds 
20 and/or perform the various processes of the invention and are to be construed as 
merely illustrative, and not limitations of the preceding disclosure in any way 
whatsoever. Those skilled in the art will promptly recognize appropriate variations 
from the procedures both as to reactants and as to reaction conditions and 
techniques. 

25 EXAMPLE 1 (RMN-343-F1uoio^4N-M4-k^^ 

oxo-5-oxazolidinyl]methanol (III) 
A mixture of N-carbobenzoxy^-fluoro-4-(N ~carbobenzoxypipei^Lzinyl)aniline 
(II, J. Med. Chem., 39(3), 673 (1996)), 100 g of 98.4% pure material, 0.2133 moles) in 
DMAC (300 ml) is cooled to 0°. In a separate flask, a mixture of f-amyl alcohol (75 

30 ml, 60.37 g, 0.685 moles, 3.23 eq) and heptane (75 ml) is cooled to - 10° and treated 
with n-butyllithium in heptane (290 ml, 203 g of 14.4% wt/v solution, containing 
29.2 g or 0.456 moles = 2/15 eq of n-butyllithium), keeping the temperature below 
10°. The lithium <-amylate mixture is then added to the N-carbobenzoxy-3*fluoro-4- 
(N-carboben2oxypiperazinyl)aniline (II) keeping the temperature below 10°. 

35 Neat S-(+>3-chloro-l,2-propanediol (I, CAS #60827-45-4, 22 ml, 29.1 g, 0.263 
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moles, 1.24 eq) is then added, rinsing with a small amount of heptane. The reaction 
mixture is then stirred at 20-26° and monitored by TLC (methanol/methylene 
chloride; 5/95) until the reaction is complete. The reaction mixture is then added to 
a mixture of acetic acid (40 ml, 42.0 g, 0.699 moles, 3.29 eq) in methanol (700 ml) 
5 and water (700 ml). The slurry formed is stirred at 20-25° for 30 mm, cooled to 0°, 
stirred at 0° for 30 min, and filtered. The cake is washed with methanol/water 
(50/50) and dried under reduced pressure to give the title compound, TLC 
(methylene chloride/methanol, 95/5) Bf - 0.43. 
EXAMPLE 2 < R MN-343-nuoro^-[N-1^4-ci^ 
10 oxo-5K»xazolidinyl]methanol (III) 

/-Amyl alcohol (0.967g, 10.97mmol, 2.571 eq) is cooled to -10°. Butyl hthium 
(4.3 ml, 2.5 M in hexanes, 10.8 mmol, 2.5 eq) is added with agitation while 
ma in t ainin g the temperature at less than 5°. 

N-Carbobenzoxy-3-fluoro-4-(N-carb^ (n , 1.9780 g, 

15 4.267 mmol, 1.000 eq) and dimethylacetamide (6.2 ml) are mixed, agitated and 

cooled to -25° to give a thin slurry. The hthium f-amylate mixture is then added to 
the N-benzyloxycarbonyl-3-fluoro-4-(^ (n) 
mixture while maintaining less than -20". The resultant mixture is warmed to 0° 
and S-(+)-3-chloro-l,2-propanediol (I, 0.5672 g, 5.131 mmol, 1.20 eq) is added. The 
resultant mixture is warmed to 21° and stirred for 7.5 hrs. 

The reaction mixture is added to a methanol (28 ml) and glacial acetic acid (0.73 ml, 
12.75 mmol) mixture at 20-22". The resulting slurry is then cooled to -30° and the 
product collected by vacuum filtration and washed with -30" methanol. The solids 
are dried in a stream of nitrogen to give the title compound, TLC (eluant 
chloroformtoethanol, 90/10), Rf = 0.67; CMR (CDClg) 43.91, 46.39, 50.58, 62.60, 
67.29, 72.89, 107.21, 107.56, 113.85, 119.36, 127.92, 128.09, 128.52, 133.51, 133.65, 
136.05, 136.17, 136.67, 153.91, 154.80, 165.25 and 157.17 8; NMR (CDCl 3 ) 7.43, 
7.31-7.37, 7.09, 6.88, 5.15, 4.67-4.90, 3.89-3.99, 3.67-3.74, 3.66. 3.26 and 2.98 S; 
MS (CI, m/e) « 430 (100%, P+l). 

30 EXAMPLE 3 (»>IN-3-(3-Fluoro^4-nK)r P hounylphenyl)-2-oxo^- 

oxazohdinylhnethanol (JJI) 
Tetrahydrororan (3.0 ml) and *-amyl alcohol (0.66 ml, 6.03 mmol, 2.00 eq) are 
mixed. Butyl lithium (1.8 ml, 2.5 M in hexanes, 4.65 mmol, 1.5 eq) is added with 
agitation and while maintaining less than 2.5°. 

N-Carbobenzoxy-3-fluorc>-4-morpholmylaniline (II, J. Med. Chem., 39(3), 673 
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(1996), 0.9942 g, 3.009 mmol, 1.000 eq) and tetrahydrofuran (3.5 ml) are mixture 
agitated and cooled. The lithium f-amylate mixture is then added to the carbamate 
(II) mixture while maintaining the temperature less than 8° and rinsed in with 
tetrahydrofuran (1 ml). 
5 Tetrahydrofuran (3.2 ml) and S-(+V3-chloro-l f 2-propanediol (I, 0.299 ml, 3.58 

mxnol, 1.19 eq) are mixed. The mixture is cooled to -16° and potassium f-butoxide 
(3.2 ml, 1.0 M in tetrahydrofuran, 3.2 mmol, 1.07 eq) is added while maintaining the 
temperature at less than -10°. The resulting slurry is stirred at -14 to 0* for 1 hr 
then added to the lithium anion mixture while maintaining both mixtures at 0°, 

10 then rinsed in with THF (2 ml). The resultant slurry is stirred at 20-23° for 2 hr 
then cooled to 6° and a mixture of citric acid monohydrate (0.4459 g, 2.122 mmol, 
0.705 eq) in water (10 ml) is added. The resultant liquid phases are separated and 
the lower aqueous phase is washed with ethyl acetate (12 ml). The organic layers 
are combined and solvent is removed under reduced pressure until a net weight of 

15 9.73 g remains. Heptane (10 ml) and water (5 ml) are added and solvent is removed 
by reduced pressure until a total volume of 5 ml remains. The precipitated product 
is collected by vacuum filtration and washed with water (7 ml). The solids are dried 
in a stream of nitrogen to give the title compound, TLC (chloroform/methanol, 95/5) 
% - 0.23; CMR (CDC1 3 ) 46.42, 51.01, 62.58, 73.07, 107.29, 107.64, 113.94, 118.80, 

20 118.85, 128.28, 128.61, 133.15, 133.29, 136.26, 136.38, 153.82, 154.92 and 157.08 8; 
NME (CDCI3) 7.42, 7.32-7.37, 7.10, 4.67-4.76, 3.90-4.00, 3.86, 3.70-3.73, 3.44 and 
3.03 8; MS (EI, m/e) « 296. 

Alternatively, the crude product can be extracted with methylene chloride. 
The solvent is removed under reduced pressure. The solids are redissolved in hot 

25 ethyl acetate, heptane is added, the mixture is cooled and the title compound is 
recovered. 

EXAMPLE 4 (RMN^[3-Fluoro-4-[N-l^ 

oxo-5-oxazolidinyl]methanol (III) 
A solution of t-amyl alcohol (75 ml, 60.3 g, 0.68 m) and heptane (75 ml) is 
30 stirred and cooled to -10°. The mixture is treated with 71 -butyl lithium in heptane 
(1.6 M, 0.46 m, 290 ml) over a 30 min period while TnaiTi twining- a temp < 10°. After 
30 min, the mixture of lithium t-amylate is added to a mixture of N-caxbobenzoxy-3- 
fluoro^-(N-carbobenzoxypiperajdnyl) aniline (II, 100 g, 0.22 m) and 
dimethylacetamide (300 ml) at 0° while maintaining a temp < 10°. The mixture is 
35 stirred 30 min, then treated with S-(+)-3-cMoro-l,2-propanediol (I, 22 ml, 0.26 m). 
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The cooling is removed, and the mixture is allowed to warm to 20-25°. The reaction 
is monitored by TLC and is judged complete after about 8 hr. The reaction mixture 
is poured into a mixture of methanol (700 ml), water (700 ml) and acetic acid (40 ml) 
and stirred for 30 min at 20-25°, then stirred for 30 min with cooling to 0». The 
5 mixture is filtered, washed with aqueous methanol (50/50) and dried under reduced 
pressure at 45° to give the title compound, TLC (silica gel; methanol/methylene 
chloride, 5795) % a 0.6. (90.3% yield). 

EXAMPLE 5 3-Nitrobenzenesulfonate ester (R)-[N-3-f3-fluoro-4-(N-l-(4- 

carbobenzoxy)pipera2inyl]-phenyl]-2-oxo-5- 
10 oxazolidinyljmethanol (VI) 

A mixture of <RMN-3-t3-fluoro^[N-l-(4-c^ 
oxo-5-oxasoudmylJmethanol (HI, EXAMPLE 1, 43 g, 0.1 m) and methylene chloride 
(500 ml) is treated with triethylamine (32 ml, 0.23 m) and cooled to -5°. To this 
mixture is added a mixture of 3-uitrobenzenesulfonyl chloride (CAS # 121-51-7, 32 g, 
15 0.14 ml) in methylene chloride (60 ml) while maintaining the temp < 10' over a 1 hr 
period. The reaction is monitored by TLC and judged complete after 45 min. The 
mixture is diluted with methylene chloride (500 ml) and then washed with water (2 
x 600 ml). The organic phase- is then washed with hydrochloric acid (IN, 400 ml) 
and concentrated to a thick residue. The residue is diluted with methanol (200 m«) 
and stirred for 1.5 hr. The solids are filtered, washed with methanol and dried 
under reduced pressure at 40° overnight to give the title compound. TLC (silica gel; 
methanol/methylene chloride, 5/96) Rj. » 0.75. 
EXAMPLE 6 <S)-N-ff3-[3-Fluoro-HN-l-(^^ 

2-oxc-^-oxazoUdinyl]methyl]acetamide (VII) 
A slurry of 3-nitrobenzenesulfonate ester (B)-tN-3-[3-fluoro-4-(N-l-(4- 
carbobeixzo^iperazinyl]^ (yi, EXAMPLE 5, 

50 g, 0.081 ml), isopmpanol (250 ml), acetonitrile (400 ml) and aqueous ammonium 
hydroxide (29% ammonia by wt, 500 ml) is heated at 40« for 3.5 hr. The mixture is 
then treated with more aqueous ammonia (100 ml) and stirred for 20 hr. The 
reaction is monitored by TLC and judged complete at this time. The mixture is 
concentrated under reduced pressure with heat and suspended in methylene 
chloride/water (1250 ml/750 ml). The phases are separated and the organic phase 
concentrated to give a residue. 

The residue is dissolved in methylene chloride (2 1) and treated with 
triethylamine (20 ml, 0.14 m). The mixture is then treated with acetic anhydride 
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(10 ml, 0.11 m) at 20-25° over 10 min. The acetylation is monitored by TLC and 
judged complete after 15 min. The organic mixture is washed with water (2 x 400 
m0 then concentrated to a solid. The solids are recrystallized from ethanol (400 
ml), filtered and dried under reduced pessure to give the title compound, TLC (silica 
5 gel; methanol/methylene chloride, 5/95) Rf = 0.6. 

EXAMPLE 7 (S)-N.a3-[3-fluoro-4-(l-pipejminyl)phenyl]-2K>xo-5- 

oxazolidinyl]methyl]acetamide hydrochloride (intermediate) 
A mixture of (S)-N-[[3-[3-fluoro^-[N-l-(4-carbobenzoxy)piperazinyi]-phenyl]-2- 
oxo-5-<xxazolidinyllmethy]]acetamide (VII, EXAMPLE 6, 35 kg, 74.5 moles), 

10 palladium on carbon (5%, 10 kg, 50% water wet), methanol (550 1) and 

tetrahydroftiran (250 1) is agitated at 22 to 42° under a 42-50 psi hydrogen 
atmosphere. After 31 hours TLC analysis indicated complete reaction and the 
hydrogen atmosphere was replaced with nitrogen* The catalyst is removed by 
filtration and the filtrate concentrated under vacuum to 100 1. To the resulting 

15 mixture, cooled to 2°, is added methanol (50 1) then a mixture of methanol (100 1) 
and acetyl chloride (6.04 kg, 77 moles) at -2° to 6°. The resulting mixture is stirred 
90 minutes then concentrated under vacuum to 60 1, diluted with acetone (100 1) and 
concentrated further to 100 1. The resulting slurry is diluted with acetone (200 1) 
and stirred 15 hr at 16°. The solids are collected on a filter, washed with acetone 

20 (50 1) and dried under reduced pressure at 20-25° to give the desired product It is 
dissolved in methanol (56 1) at 63°, diluted with acetone (150 1), stirred 30 minutes 
at 48° then cooled to 15° and stirred 18 hr. The solids are collected on a filter, 
washed with acetone (50 1) and dried under reduced pressure at 20-25° to give the 
title compound, NMR (CDC1 3 ) 7.56-7.45, 7.31, 7.12-6.86, 4.79, 4.09-4.0, 3.81, 3.62, 

25 3.40-3.11 and 2.01 5. 

EXAMPLE 8 (S>N-[[3-[3-fluoi^-[4-(hydro^ 

oxo-5-oxa2olidinyl}methyl]-acetamide sesquihydrate (VIII) 
To a stirred mixture of (S>N-II3-[3-fluoro-4-(l-piperazinyl)phenyl3-2-oxo-5- 
oxazolidinyl]methyI]acetamide hydrochloride (EXAMPLE 7, 16.2 kg, 43.5 moles), 

30 tetrahydrofuran (205 kg) and triethylamine (10.1 kg, 100 moles) is added 

acetoxyacetyl chloride (6.5 kg, 47.8 moles) in tetrahydrofuran (11.1 kg) over 35 
minutes keeping the temperature at 22-23°. After 40 minutes, at which time TLC 
and HPLC analysis indicated complete formation of the acetoxyacetamide 
intermediate, the mixture is concentrated under reduced pressure to 30 1, diluted 

35 with methanol (100 1) and concentrated to 30 i. To the residue is added methanol 
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(25 1) and an aqueous solution of potassium carbonate (5.6 kg in 56 1). The resulting 
mixture is stirred 20 far at 22-25° at which time TLC and HPLC analysis indicates 
the reaction is complete. The pH is adjusted to 7-7.5 with hydrochloric acid (4 N, 
14.3 1). The mixture is stirred 18 hr at 15-22° then 3 hrs at 2-5°. The solids are 
5 collected on a filter, washed with water (68 1) and dried at 20-25° with recycled 

nitrogen to give the desired product. The crude product is dissolved in water (225 1) 
at 60-70°, clarified through a 0.6 micron filter, diluted with water rinse (55 1) and 
stirred 17 hrs. at 15°. The solids are collected on a filter, washed with water at 15° 
and dried at 45° with recycled nitrogen to a water content of 0.33%. These solids 
10 are dissolved in a solution of ethyl acetate (143 1), methanol (65 1) and water (1.95 1) 
at 60-65°. The solution is cooled to 15-25° and stirred 16 hrs for crystallization. The 
Bolids are collected on a filter, Washed with ethyl acetate (75 1) and dried with 45° 
nitrogen to give the desired product. The product is recrystallized two more times 
from water (147 1 then 133 1) at 60-70°, clarified each time through a 0.6 micron 
15 filter and rinsed with water (40 1 and 30 1). The solids are dried.on the filter at 30° 
with recycled nitrogen to give, after deagglomeration through a mill, the title 
compound as the sesquihydrate (6.45% water), TLC (silica gel; methanol/methylene 
chloride, 5795) % - 0.45; la^ « -20° (c = 1.0, ethanol). 

EXAMPLE 9 3-Nitrobenzenesulfonate ester (RHN-3-[3-fluoro-4-(N-l-(4- 

20 carbobenzoxy)pipera2inyl]-phenyl]-2-oxo-5- 

oxazolidinyljmethanol (VI) 
To a slurry of (R)^-3-t3-fluoro-4-IN-l-{4-carto 
oxo-c^xazoUdinyllmethanol (in, EXAMPLE 1, 5.086 g, 11.86 mmol) in methylene 
chloride (50 mL) and triethylamine (2.0 mL, 14.38 mmol) at 0° is added dropwise 
25 over 6 minutes a solution of 3-nitrobenzene sulfonyl chloride (V) in methylene 

chloride (0.356M, 33.4 mL, 11.89 mmol). After stirring for 3.26 hrs, an additional 
3.4 mL (1.21 mmol) of the 0.356 M solution of 3-nitroben2ene sulfonyl chloride (V) is 
added. After stirring for 1.75 hrs, hydrochloric acid (IN, 50 mL) is added. The 
phases are separated and the aqueous phase is extracted with methylene chloride. 
The combined organic phases are washed with saline, dried over magnesium sulfate 
and concentrated. The concentrate is crystallized from hot methylene 
chloride/methanol to give the title compound, mp = 155-157°; NMR (CDC1 3 , 400 
MHz) 8.72, 8.51, 8.23, 7.81, 7.35, 7.01, 6.91, 5.17, 4.85, 4.44, 4.39, 4.09, 3.85, 3.68 
and 3.01 8; CMR (CDC1 3 , 100 MHz) 44.26, 46.81, 50.91, 67.64, 69.54, 69.91, 107.85, 
114 : 32, 119.85, 123.55, 128.30, 128.47, 128.91, 129.15, 131.51, 133.71, 136.99, 
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137.70, 148.71, 153.62, 155.57 and 155.88 5; IK (mineral oil mull) 1744, 1703, 1528, 
1520, 1367, 1347 and 1192 cm* 1 ; MS (EI, M/Z) 614, 411, 107, 91, 79, 65 and 56; [a] D 
= -78° (c « 0.9812, CHCI3); TLC (ethyl acetatertiexane, 3/1) % = 0.43. 
EXAMPLE 10 2-nitxobenzenesulfonate ester (R)-[N-3-[3-Fluoro-4-[N-l-(4- 

5 carbobenzoxy)piperazinyl]phenyl]-2K«o-^ 

(VI) 

Following the general procedure of EXAMPLE 5 (For the 3- 
nitrobenzenesulfonyl ester, (VI)) and making non-critical variations, (RMN-3-[3~ 
fluorc^-[N-lK4-c^bobeiizoxy)piperazinyl]ph^ 

10 (III, EXAMPLE 1, 1.106 g, 2.578 xzunol) is treated with triethyl amine (0.54 mL, 

3.882 mmol) and commercial grade 2-nitrobenzenesulfbnyl chloride (V, 679 rag, 3.064 
mmol) to give the title compound, NMR (CDC1 3 , 400 MHz) 8.15, 7.82, 7.37, 7.06, 
6.94, 5.17, 4,89, 4.59, 4.50, 4.10, 3.98, 3.69 and 3.03 5; IR (mineral oil mull) 1757, 
1697, 1517, 1445, 1423, 1376, 1237 and 1188 cm' 1 ; MS (EI, M/Z; rel. abundance): 

15 614 (18.3, M+), 91 (100), 69 (23.8) and 56 (52.9); TLC (ethyl acetate/hexane, 3/1) % = 
0.31. 

EXAMPLE 11 2,4-dinitrobenzenesulfonate ester (RMN-3-[3-Fluoro-4-[N- l-<4- 

carbobenzoxy)piperazinyl]phenyl]-2^xo^ 
(VI) 

20 Following the general procedure of EXAMPLE 5 (for the 3- 

nitrobenzenesulfonyl ester) and making non-critical variations (RMN-3-I3«Fluoro-4- 
rN~l~(4-carbobenzoxy)piperazmy (III, 
EXAMPLE 1, 1.094 g, 2.550 mmol) is treated with triethyl amine (0.55 mL, 3.950 
mmol) and commercial grade 2,4-dinitrobenzenesulfonyl chloride (833 mg, 3.124 

25 mmol) to give the title compound, NMR (CDC1 3 , 400 MHz) 8.59, 8.38, 7.35, 7.02, 
5.17, 4.88, 4.74, 4.58, 4.10, 3.98, 3.71, and 3.05 8; IR (mineral oil mull) 1756, 1697, 
1554, 1541, 1517, 1351, 1237 and 1189 cm" 1 ; MS (FAB, M/Z, rel. abundance) 660 
(21.3, [M+H] + ), 659 (24.2, M + ), 102 (76.5) and 91 (100); TLC (ethyl acetate/hexane, 
3/1)1^=0.41. 

30 EXAMPLE 12 0R>[N-343-Fluoro^[N-M4 

oxo-5-oxazoHdinyl]methanol 4-chlorobenzenesulfonate ester (VI) 
To a slurry of (RMN-3-[3-fluoro^-t^-lK4Hau*^ 
oxo-5-oxa2olidinylJmethanol (III, EXAMPLE 1, 3.450 g, 8.034 mmol) in methylene 
chloride (40 ml) and triethylamine (2.55 ml, 18.3 mmol) at -12° is added 4- 

35 chlorobenzenesulfonyl chloride (V, Aldrich Chemical Co.- commercial, 2.298 g, 10.88 
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mmol) as a solid all at once. The mixture is stirred in a 0° bath for 2.5 hrs then 
washed with water (2 X 35 ml), and IN hydrochloric acid (35 ml). The organic 
extracts are concentrated to 20 ml total volume and methanol (50 ml) is added. The 
precipitate is collected by vacuum filtration, washed with methanol, dried and 
5 redissolved in methylene chloride (55 ml). The mixture is concentrated to a slurry 
of 32 g weight and methanol (11 ml) is added. The precipitate is collected by 
vacuum filtration, washed with methanol and dried. The solids are then dissolved 
in methylene chloride (58 ml) and column chromatographed (silica column, 93 g 40- 
63 u; eluted with 450 ml each of following ethyl acetete/cyclohexane mixtures 25775; 
10 35/65; 45/55; 55/45; collect last 50% of eluent). The collected eluent is concentrated' 
to 200 ml and 200 ml heptane is added. The precipitate is collected by vacuum 
filtration and dried to give the title compound; TLC (silica gel; methanol/ chloroform 
5795) Rf = 0.53; MS (FAB, M/Z) « 604.7 (100%, [P+HT); NMR (DMSO-d 6 , 300 MHz) 
7.93, 6.7, 7.75, 7.48-7.32, 7.12-7.03, 5.12, 4.93^.92, 4.40. 4.09. 3.69, 3.57 and 2.96 5; 
CMR (DMSO-d 6 , 75 MHz) 43.51, 45.84, 50.22, 66.33, 69.75, 70.75, 106.63, 114.08, 
119.83, 127.59, 127.87, 128.43, 129.62, 130.00. 133.31, 133.63, 135.62, 136.84, 
139.63, 153.54, 154.40 and 154.62 6. 
EXAMPLE 13 <R>^-3-r3-Fluoro-4-[N-l-(4-ca^^ 

oxo-6-oxazoudmyl]methanol 2,5-dichlorobenzenesulfonate ester 
(VI) 

To a slurry of (R)^-3-[3-fluor©-4-[N-l.(4-ca^ 
oxo-5-oxazolidinyllniethanol (III, EXAMPLE 1, 3.439 g, 8.008 mmol) in methylene . 
chloride (40 ml) and triethylamine (2.55 ml, 18.3 mmol) at -8° is added 2,6- 
dichlorobenzenesulfonyl chloride (V, Aldrich Chemical Co. - commercial, 2.675 g, 
10.90 mmol) as a solid all at once. The mixture is stirred in a 0" bath for 2.5 hrs 
then washed with water (2 X 35 ml), and IN hydrochloric acid (35 ml). The organic 
extracts are then concentrated to 12.0 g which is column chromatographed (silican 
column, 108 g, 40-63 u; eluted with 450 ml each of following ethyl 
acetate/cyclohexane mixtures 10/90, 20/80, 30/70. 40/60 and 60/40 collecting the last 
30 20% of eluent). The collected eluent is concentrated and 300 ml methanol is added. 
The precipitate is collected by vacuum filtration, washed with methanol and dried to 
give the title compound, TLC (silica gel; methanol/chloroform 5/95) R, = 0.66; MS 
(FAB, M/Z) = 638.6 (100%, CP-HT); NMR (CDC1 3 , 300 MHz) 8.04, 7.57-7.32, 7.06, 
6.91, 5.16, 4.89-4.47, 4.42, 4.08, 3.93, 3.67 and 3.01 5; CMR (CDCI3, ™ MHz) 43.93, 
45.51, 50.56, 67.26, 69.16, 69.46, 107.55, 113.98, 119.41, 127.92, 128.10, 128.54, 
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131.21, 131-46, 132.97, 133.44, 133.50, 134.68, 135.15, 136.45, 136.61, 153.36, 155.22 
and 155.53 5. 

EXAMPLE 14 <RMN-343-nuonM4N^ 

oxo-5-oxazolidinyl]methanol 4-nitrobenzenesulfonate ester (VI) 
5 To a slurry of (R)-!l*-3-[3-fluoroHHN-l^ 

oxo-5-exazoUdinyl]methanol (III, EXAMPLE 1, 3.437 g, 8.003 mmol) and 4- 
nitrobenzenesulfonyl chloride (V, 75% pure technical material, Aldrich Chemical Co.- 
commercial, 3.077 g, 10.41 mmol) in methylene chloride (32 ml) at 0° is added 
triethylamine (2.23 ml, 16.0 mmol). The mixture is stirred in a 0° bath for 1 hr then 

10 water (1 ml) is added and the mixture stirred at 20-25° for 30 min. Methylene 
chloride (75 ml) is added and the mixture washed with hydrochloric acid (5%, 50 
ml), then sodium bicarbonate (5%, 50 ml) and dried on magnesium sulfate. The 
organic extracts are then concentrated and the concentrate is taken up in boiling 
ethyl acetate/cyclohexane (1/1, 10 ml) and column chromatographed (silica gel, 4 cm 

15 X 6", 40-63 ]i; eluting with about 400 ml each of following ethyl acetate/cyclohexane 
mixtures 20/80, 30770, 40/60, 50/50, 60/40 and 70:30 collecting the last approximate 
45% of eluent). The appropriate fractions are combined and concentrated to a solid 
which is dissolved in 70 ml methylene chloride and 50 ml ethyl acetate. The 
mixture is concentrated to 50 ml twice and cyclohexane (50 ml) is added after each 

20 concentration. The precipitate is collected by vacuum filtration, washed with 
cyclohexane and dried to give the title compound, TLC (silica gel; ethyl 
acetate/cyclohexane 60/40) % « 0.37; NMR (CDC1 3 , 300 MHz) 8.36, 8.07, 7.38-7.29, 
7.03, 6.89, 5.15, 4.86-4.80, 4.39, 4.07, 3.80, 3.67 and 3.00 5; CMH (CDC1 3 , 75 MH2) 
43.85, 46.34, 50.45, 67.20, 69.17, 69.57, 107.64, 113.88, 119.34, 124.63, 127.85, 

25 128.05, 128.49, 129.26, 132.67, 136.48, 136.57, 140.75, 150.95, 153.29, 155.14 and 
155.40 5. 

EXAMPLE 15 (S)-[N-343-Fluoro-4-[N-l^ 

oxo-5-oxazolidinyl]methylamine (VII) 
Under nitrogen at 40° 3-nitrobenzenesulfonate ester (R)-[N-3-[3-fluoro-4-(N-l- 
30 (4-carbobenzoxy)piperazinyl]-phenyH^ (VI, EXAMPLE 

5, 1.0099 g, 1.643 mmol), isopropanol (5.6 ml), acetonitrile (9.0 ml), benzaldehyde 
(0.50 ml, 4.92 mmol) and aqueous ammonia (29.8 wt% 9.5 ml, 148.6 mmol) are 
mixed. The mixture is stirred at 40° for 21.5 hrs, then concentrated under reduced 
pressure. Toluene (13.3 ml) and ethanol (6.0 ml) are added and the mixture warmed 
35 in a 70° bath. Citric acid monohydrate (2.433 g, 11.58 mmol) was then added over 
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3.5 hre and the phases separated at 64°. The organic phase is washed with water 
(2.5 ml) at 64°. The combined aqueous layers are washed with toluene (10 ml) at 
64°. Toluene (10 ml) is then added to the aqueous and the mixture cooled to 0°. 
The precipitate is collected by vacuum filtration, washed with 0° toluene (10 ml) and 
0° water (10 ml) and dried to a solid. A portion of this solid (0.7301 g) is slurried in 
water (10 ml) and methylene chloride (10 ml) and the pH adjusted from 2.78 to 
13.92 with aqueous sodium hydroxide (50%, 0.3915 g, 4.90 mmol) at -4 to -2°. The 
mixture is warmed to 20-25° and sonicated with stirring for 0.5 hr. Methylene 
chloride (55 ml), saturated aqueous sodium chloride (5 ml) and water (35 ml) is 
added and the phases separated. The aqueous phase is washed two times with 
methylene chloride (25 ml) and the combined organics dried on sodium sulfate, 
filtered and concentrated under reduced pressure. Toluene (5 ml) is added followed 
by a slow addition of heptane (25 ml). The resultant precipitate is collected by 
vacuum filtration, washed with heptane (20 ml) and dried to give the title 
compound, TLC (silica gel; methanol/chloroform 10/90) Rf = 0.32; MS (EI), M/Z 
(relative intensity) = 428 (28%,M+), 252 (15%), 92 (32%), 91 (100%); NMR (CDC1 3 , 
300 MHz) 7.46, 7.38-7.27, 7.12, 6.90, 5.16, 4.69-4.60, 3.98, 3.80, 3.67, 3.09, 3.00-2.92 
and 1.30 8; CMR (CDC1 3 , 75 MHz) 43.94, 44.89, 47.60, 50.63, 67.23, 73.84, 107.29, 
113.72, 119.37, 127.92, 128.07, 128.52, 133.79, 136.05, 136.64, 154.57, 155.19 and 
20 155.61 6. 

EXAMPLE 16 (R)-[N-3-r3-Pluoro^-morpholinylphenyl)-2-oxo-5- 

oxazolidinyllmethanol 4-nitrobenzenesulfbnate ester (VI) 
To a slurry of (R)-[N-3-[3-fluoro-4-moipholinylphenyl]-2-oxo-5- 
oxazolidinyl]methanol OH, EXAMPLE 3, 43.0 g, 145 mmol) and triethylamine (36 g, 
25 355 mmol) in methylene chloride (450 ml) at 0° is added a mixture of 

4-nitrobenzenesulfonyl chloride (V, 32 g, 145 mmol) in methylene chloride (55 ml). 
The mixture is stirred in a 0° bath for 30min and then quenched with hydrochloric 
acid (10%, 200 ml). The organic phase is separated, and the aqueous phase is 
extracted again with methylene chloride (200 ml). The combined organic extracts 
30 are then concentrated column chromatographed (silica gel, 4 cm X 6", 40-63 u; 
methanol/methylene chloride 1-2/98-99, about 8 1). The appropriate fractions are 
combined and concentrated to give the title compound, Rj = 0.2; NMR (CDC1 3 , 300 
MHz) 8.73, 8.54, 8.23, 7.82, 7.33, 7.04, 6.91, 4.86, 4.42, 4.12, 3.86, and 3.05 8; CMR 
(CDC1 3 , 75 MHz, partial) 46.42, 50.89, 66.87, 69.09, 69.45, 107.45, 113.95, 118.84, 
35 123 r 14, 128.73, 131.08, 133.28 and 137.27 8. 
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EXAMPLE 17 (S)-|^-343-Fluoro^-morpholinylphenyl]-2-oxc>-5- 
oxazohdinyl]methylamine saiicylaldehyde ixnine 
A mixture of (R)-|3*-3^3*fluoro-4-(4-morpholinylphenyl)-2-oxo-5- 
oxa2olidinyl]methanol 3-rutrobenzenefliilfonate ester (VI, EXAMPLE 16, 20.608 g, 
5 42.S03 mmol), isopropanol (149 ml), acetonitrile (245 ml), saiicylaldehyde (13.7 ml, 
129 mmol) and aqueous ammonia (30%, 257 ml, 4.02 mol), is heated to 40° and 
stirred at 39-42° for 24 hrs. The mixture is then cooled to -22° and the precipitate 
collected by vacuum filtration, washed with water (10 ml) and dried to give the title 
compound, TLC (silica gel; methanol/chloroform 5/95) Rf = 0,79; EIMS (m/z, relative 

10 intensity) = 399 (M+, 51) 234 (11), 196 (11), 149 (22), 135 (100), 134 (47); NMR (300 
MHz, CDCl a ) 8.44, 7.41, 7.33-6.87, 4.96-4.88, 4.12, 3.94-3.84 and 3.04 5; CMR 
(CDC1 3 , 75 MHz) 48.21, 50.99, 61.94, 66.95, 71.30, 107.68, 114.12, 117.02, 118.43, 
118.82, 119.01, 131.93, 133.04, 136.51, 154.24, 155.47, 160.78 and 168.87 6. 
EXAMPLE 18 (S)-N4C3-(3-Fluoro-4-moipholinylphenyi>2-oxo-5- 

15 oxazolidinyl]methyl]acetamide (V3II) 

(S)-[N^^3-Fluoro-4-morpholinylphenyi]-2HDXO-5^xazohd^ 
saiicylaldehyde inline (EXAMPLE 17, 1.0068 g, 2.521 mmol) Is slurried in water (10 
ml) and 37% aqueous hydrochloric acid (0.417 ml, 5.04 mmol) and stirred at 20-25° 
for 15 hrs. Toluene (10 ml) is added and the phaseB separated; then, the organic 

20 phase is washed with hydrochloric acid (1M, 5 ml) and the combined aqueous phases 
are washed with toluene (10 ml). The toluene wash is back-extracted with 
hydrochloric acid (1M, 5 ml). The combined aqueous phases are then adjusted to pH 
13.0 with aqueous sodium hydroxide (50%, 1.83 g, 22.9 mmol). To the resultant 
slurry is then added methylene chloride (10 ml) and sodium chloride (1 g) and the 

25 phases separated. The aqueous phase is then washed with methylene chloride (10 
ml). To the combined organic phases is then added acetic anhydride (0.472 ml, 5.00 
mmol) while maintaining 24-27°. The mixture is stirred 40 min, then water is 
added (5 ml). The phases are separated and the aqueous phase is washed with 
methylene chloride (5 ml). The combined organic phases are concentrated and ethyl 

30 acetate (25 ml) is added. The mixture is warmed to 70° and then the resultant 
mixture is slowly cooled to -25°. The precipitate is collected by vacuum filtration, 
washed with -25° ethyl acetate (5 ml) and dried to give the title compound, HPLC 
major component (99.93 area % at 254 nm detection) retention time = 0.97 min, 
column = Zorbax RX-C8, 250 X 4.6mm, mobile phase = 650 ml acetonitrile, 1.85 ml 

35 triethylamine, L30 ml acetic acid and sufficient water to make 1000 ml; flow rate = 
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EXAMPLE 19 «HWWh^«*«h^^ 
oxo-5-oxazolidinyl]methanol (HI) 

A mixture of N^bobenzaxy-S-fluoro^^-^bobenzoxypiperaziny^ajiiline 
5 (II, 2.014 g, 4.346 mmol) and THF (10 ml) is cooled to -20°. In a separate flask a 
solution of t-amyl alcohol (0.71 ml. 6.48 mmol) in THF (10 ml) at -33° is treated with 
n-butyllithium in heptane (13.65 wt%, 2.53 g. 5.38 mmol) while maintaining the 
mixture at less than -20°. The resultant lithium t-amylate solution is then added to 
the N-carDobenxoxy-S-fluorc-4-^^ 
10 maintaining less than -20° and rinsed in with THF (4 ml). To the resulting mixture 
at -28° is then added S-glycidol (IV, 0.3360 g, 4.536 mmol). The mixture is then 
stirred at -20° for 1.5 hrs. then at -16° for 17 hrs. at -11° for 4 hrs then at -1° for 2 
hrs. HPLC assay then showed the major component to have a retention time 
consistent with the title compound (90.4 area % at 254 nm detection; retention time 
15 = 1.30 min; column = Zorbax RX-C8, 250 X 4.6 mm; mobile phase = 650 ml 

acetonitrile, 1.85 ml triethylamine, 1.30 ml acetic acid and add sufficient water to 
make 1000 ml; flow rate = 3 ml/min) as did TLC (silica gel; methanoVchloroform 
10/90)%= 0.60. 

EXAMPLE 20 (»>[N-3-{3-Pluoro-4-morpholinylphenyl].2-oxc-5- 

oxazoUdinylJmethanol 4-nitrobenzenesulfonate ester (VI) 
Following the general procedure of EXAMPLE 16 and making non-critical 
variations but starting with 4-nitrobenzenesulfonyl chloride, the title compound is 
obtained. 

EXAMPLE 21 (RW^-[3-Muoro^morpholinylphenyl]-2-oxo-5- 

oxazolidinyljmethanol 2-nitrobenzenesulfonate ester (VI) 
Following the general procedure of EXAMPLE 16 and making non-critical 
variations but starting with 2-nitrobenzenesulfonyl chloride, the title compound is 
obtained. 

EXAMPLE 22 <R>-[N-3-[3-Fluoro^-morpholinylphenyl]-2-oxo^- 

oxarolidinyllmethanol 2,4-dinitrobenzenesulfonate ester (VI) 
Following the general procedure of EXAMPLE 16 and making non^tical 
vanations but starting with 2,4-dinitrobenzenesulfonyl chloride, the title compound 
is obtained. 

EXAMPLE 23 (R)-[N-3-[3-Fluoro^-morpholinylphenyl]-2-oxo-5- 

oxazohdinyl]methanol 4-chlorobenzenesulfonate ester (VI) 
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Following the general procedure of EXAMPLE 16 and making non-critical 
variations but starting with 4-chiorobenzenesulfonyl chloride, the title compound is 
obtained. 

EXAMPLE 24 (R)-[N-3-[3-Pluoro^.morphoUnylphenyl]-2^xo-5- 

oxazolidinyljmethanol 2,5-dichlorobenzenesulfonate ester (VI) 
Following the general procedure of EXAMPLE 16 and making non-critical 
variations but starting with 2,5-dichlorobenzenesulfonyl chloride, the title compound 
is obtained. 
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30 



CHART A 



-CH 2 -CH(OH)-CH 2 -OH 



(I) 



10 



Ri-NH-CO-O-Mj 



am 



or 



15 



R r NH-CO-CF 3 



(IIB) 



20 



25 



1 — k- H 



CH S OH 



(in) 
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CHARTS 



5 C*H 2 -C*H-CH2-OH (IV) 

where the carbon atoms designated by an * are each bonded to the same oxygen 
atom (-0-) to form a three member ring or epoxide 



10 



^-NH-CO-O-WLj 



(HA) 



15 



or 



R r NH-CO-CF 3 



(IIB) 



20 



25 



30 



N 

L 



o 



CH, OH 



(HI) 
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CHART Q 
O 



CH- OH 



(III) 



10 



15 



20 



25 



30 



35 



Ma-sOa-CgH^CNO^ci^ 
o(sb 2 -P) 2 

0(S0 2 -CF 3 ) 2 



(Va) 
(Vb) 
(Vc) 
(Vd) 



(Via or b) 



N 



""a ° «>2 C,H M (NOj)„,a M 



(Vic) 



CH 8 O SO, — F 



(vid) 



CH 2 O SO a CF 3 



I 



(vn) 



CH 9 NH„ 
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X, 



CH, 



(VII) 



10 



15 



O 

20 O (VIII) 



CH 2 ^ NH CO R, 



25 



30 
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CLAIMS 

1. A process to prepare 5-hydroxymethyl substituted oxazolidinones of formula (HI) 



CH, OH 



where Rj is 



10 



Oil) 



15 




where X 1 is -H or -P; 
where X 2 is -H or -F; 
where Q 1 is: 



20 



A 2 

"in 

2 1 N 



!CH 2 ) n 
I 

A" 



25 



b) 



(CH 2 ) m X 



30 



c) 




N 



35 
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N 



k) 



N 



5 



m) 



R 7 — N 




10 



Q 1 and X 2 taken together are: 



15 




where Z 1 is: 

a) -CHa-, 

20 b) -CH(R 4 )-CH2-, 

c) -C(0)- F or 

d) -CHaCHjjCILj-; 
where Z 2 is: 

a) -OgS-, 

25 b) -O-, 

O -N(R 7 )-, 

d) -OS-, or 

e) -S-; 
where Z 3 is: 

30 a) -OjsS-, 

b) -O-, 

c) -OS-, or 

d) -S-; 
where A 1 is: 

35 a) H- or 
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b) CH 3 ; 
where A 2 is: 

a) H-, 

b) HO-, 

5 c) CHg-, 

d) CH s O-, 

e) R 2 0-CH2-C(0)-NH- 

f) R s O-C(0)-NH-, 

g) (C r C 2 )alkyl.O-C(0>, 
10 h) HO-CH^, 

i) CH3O-NH-, 

j) (C r C 3 )a]kyl-0 2 C- 

k) CH 3 -C(OK 

1) CH3-C(0)-CH 2 -, 



15 



m) 



o o 
V_7 




25 A 1 and A 2 taken together are: 



a) 




30 

b) 0== 

35 
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S N= 

where R 1 is: 

a) -CHO, 
5 b) -COCH3, 

c) -COCHC12, 

d) -COCHPa, 

e) -C0 2 CH a , 

f) -S0 2 CH 3 , or 
10 g) -COCHaOH; 

where R 2 is: 

a) H-, 
W CH 8 -, 
c) phenyl-CHg-, or 
15 d) CH 3 C(0)-; 

where R 3 is: 

a) <C r C 3 )alkyl-, or 

b) phenyl-; 
where R 4 is: 

20 a) H-, or 

b) HO-; 
where R 5 is: 

a) H-, 

b) (Cj-C 3 )aJkyl N 

25 c) CHs = CH-CH2- or 

d) CHa-O-CCHjjV; 
where R 6 is: 

a) CHg-C(O)-, 

b) H-C(OK 

30 C ) C^CH-CKO)-, 

d) HOCH 2 -CCO)-, 

e) CH 3 S0 2 -, 
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5 



10 



R15 -^^s-s^cco) — 



g) F 2 CHC(0)-, 

i) H 3 C-C(0)-0-CH 2 -C(0>-, 
j) H-C(0)-O-CH 2 -C(0)-, 



15 k) \J 



1) HCe CH-CHgO-CHjj-CXO)- or 

m) phenyl-CH 2 -0-CH2-C(0)-; 
20 where R 7 is: 

a) R^O-CKR^XR^CKOK 

b) R 3 0-C(OK 

c) R 8 -C(0}-, 




30 



e) 



35 f) H 3 C-CXOMCH 2 ) 2 -C(OK 
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g) 


R 9 -S0 2 -, 






o 

II 




h) 




5 




< Xjj 




i) 


HO-CHj-CCOK 




j) 


R 16 -(CH 2 ) 2 -, 


10 


k) 


R^-CCOKWJHjj-CXO)-, 




1) 


(CH 3 )2N.CH2-C(0)-NH-, 




m) 


NC-CHa-or 




n) 






where R 8 


is: 


15 


a) 






b) 


(C r C 4 )alkyl, 




c) 


aiyl -(CH^, 




d) 


ClHgC, 




e) 


CLjHC-, 


20 


f) 


PHaC-, 




fir) 


FjjHC- or 




h) 


<C 3 -C 6 )eycloalkyl; 




where R 9 is: 




a) 


-CH 8 , 


25 


b) 


-CHaCl, 




c) 


-CILjCH-CHj,, 




d) 


aryl or 




e) 


-CHjjCN; 




where R 10 


is H- or CHg-; 


30 


where R 11 


is H- or CH 3 -; 




where R 12 


is: 




a) 


H-, 




b) 


CH 3 0-CH20-CH 2 - or 




c) 


HOCH 2 -; 


35 


where R 13 


is: 
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a) 


CH3-, 


b) 


HOCH9-, 


c) 


(CH^gN-phenyl, or 


d) 


(CH 3 )2N-CH 2 -; 


where R 1 "* 


is: 


a) 


HO-, 


b) 


CHgO-. 


c) 


H«N-, 


d) 


CH«0-C(OKK 


e) 


CH 0 -C(0)-0-CHo-C(0)-0-, 




phenvl-CHo-O-CHo-CCOVO- 






h) 


CH 0 0-CHo-0-(CHo)o-0-, or 


i) 

where R 15 


CH*0-CH«-0-: 


is: 


a) 


H- or 


b) 


C1-; 


where R 16 


is: 


a) 


HO- 


b) 


CH3O-, or 


c) 


F; 


where m is 0 or 1; 


where n is 


1 thru 3; 


where p is 0 or 1; 



25 where aryl is phenyl substituted with zero (0) or one (1) of the following: 



a) 




b) 


-CI, 


c) 


-OCH 8 , 


d) 


-OH, 


e) 


-NHjj, 


f) 


-{C r C 4 )alkyl, 


e) 


-0-C(OK»CH 3 , or 


h) 


-N0 2 and protected forms thereof, 



which comprises contacting a hydroxy compound selected from the group consisting 
35 of: 
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(a) (S)-, (R)- dihydroxy compound of formula 0) 

Mj-CHa-CHCOH^CHg-OH (I) 
or any mixture thereof where M x is -CI, -Br or -0-S0 2 -4hCH 3 , or 

(b) (SK (R)- glycidol (IV) 

5 C*H 2 -C*H-CH 2 -OH (IV) 

or any mixture thereof where the carbon atoms designated by an * are each bonded 
to the same oxygen atom (-O-) to form a three member ring, with a carbamate of 
formula (IIA) 

Ri-NH-CO-O-Mj, (1IA) 
10 or a trifluoroacetamide of formula (IIB) 

Rj-NH-CO-CFg (nB) 
in the presence of a lithium cation and a base whose conjugate acid has a P K of 
greater than about 8 where -C-Mj, is a base whose acid has a pl^ of between about 
8 and about 24, and where Rj is as denned above. 



15 



2. A process to prepare 5-hydroxymethyl substituted oxazohdinones (III) according 
to claim 1 where the hydroxy compound is the dihydroxy compound of formula (I). 

3. A process to prepare 5-hydroxymethyl substituted oxazohdinones (III) according 
20 to claim 2 where the dihydroxy compound (I) is the (S> enantiomer. 

4. A process to prepare 5-hydroxymethyl substituted oxazohdinones (HI) according 
to claim 1 where Mj is -CI. 



25 



30 



5. A process to prepare 5-hydroxymethyl substituted oxazohdinones (III) according 
to claim 4 where the dihydroxy compound (I) is (SM + >3-chWl,2-propanedicl 

6. A process to prepare 5-hydroxymethyl substituted oxazohdinones (III) according 
to claim 1 where the dihydroxy compound (I) is contacted with a cyclizing agent 
pnor to be contacted with the carbamate (IIA) or trifluoroacetamide (IIB). 

7. A process to prepare 5-hydroxymethyl substituted oxazohdinones (HI) according 
to claim 6 where the cyclizing agent is a base whose acid has a pk a of greater than 
about 7. 



35 
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8. A process to prepare 5-hydroxymethyl substituted oxazolidinones (III) according 
to claim 7 where the cyclizing agent is sodium, potassium or lithium butoxide, 
sodium or potassium hydroxide, potassium carbonate, DBU, lithium, sodium and 
potassium amylate. 

5 

9. A process to prepare 5-hydroxymethyl substituted oxazolidinones CHI) according 
to claim 1 where the hydroxy compound is the glycidol (IV). 

10. A process to prepare 5-hydroxymethyl substituted oxazoitdinones (III) according 
10 to claim 9 where the glycidol (IV) is the (S>-enantiomer. 

11. A process to prepare 5-hydroxymethyl substituted oxazolidinones (III) according 
to claim 1 where M% is selected from the group consisting of: 

C r C 20 alkyl, 
15 C 3 -C 7 cycloalkyl, 

4h optionally substituted with one or two: 
Cj,-C 3 alkyl, 
C1-, Br-, 

20 CHg-CHcsCH-CHg- » 

(CH 3 ) 2 C=CH-CH 2 -, 

^CH^CH-CHa-, 

^CH^ optionally substituted on 4>- with one or two -CI, Cj-C 4 alkyl, -N0 2 , 
25 -CN, -CF 3 , 

9-fluorenylmethyl, 

(CD3C-CH2-, 

2-trimethylsilylethyl, 

4>-CH 2 -CH 2 -, 
30 1-adamantyl, 

(♦^CH-, 

CH=C-C(CH 3 ) 2 - 

2-furanylmethyl, 

isobornyl. 

35 
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12. A process to prepare 5-hydroxymethyl substituted oxazolidinones (III) according 
to claim 11 where M 2 is C r C 4 alkyl or benzyl. 

13. A process to prepare 5-hydroxymethyl substituted oxazolidinones (III) according 
5 to claim 1 where R x is phenyl substituted with one ~F and one substituted amino 

group- 



14. A process to prepare 5-hydroxymethyl substituted oxazolidinones (III) according 
10 to claim i3 where R % is: 

3-fluoro^44^enzylo^carbonylVl-piperazinyl]phenyl or 
3-fluoro-4-(4-morpholinyl)phenyl. 

15. A process to prepare 5-hydroxymethyl substituted oxazolidinones (HI) according 
15 to claim 1 where the base is selected from the group consisting of 

alkoxy compounds of one thru seven carbon atoms, 
carbonate, 

methyl, sec-butyl and *-butyl carbanions, 

tri(alkyl)amines where the alkyl group is from 1 thru 4 carbon atoms, 
20 conjugate base of the carbamate (II), 

DBU, 
DBN, 

N-methyl-piperidine, 
N-methyl morpholine and 
25 2,2,2-trichloroethoxide. 
C^C-CHg-CT. 

16, A process to prepare 5-hydroxymethyl substituted oxazolidinones (HI) according 
to claim 15 where the base is alkoxy of four or five carbon atoms. 



30 



35 



17. A process to prepare 5-hydroxymethyl substituted oxazolidinones (III) according 
to claim 1 where the protected form of R x is the alcohol protecting group selected 
from the group consisting of: 

C r G 5 alkyl, 

4-CH2-, 
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CH 3 -0*CH 2 *j 
CH 3 -, 
S-CH 2 -, 
(tHCHjj-O-CHjj-, 
5 tetrahydropyranyl, 
CH 3 CH(-0-C 2 H 5 )-, 
p-methoxybenzyl, 
p-methoxyphenyl, 
p-nitroben2yl, 

10 (<)>)gC-, 

(CH 3 ) 3 Si-, 

tCH s -CH(CH 3 )] 3 Si- and 
*(CH 3 ) 2 Si-. 

15 18. A process to prepare 5-hydroxymethyl substituted oxazolidinones (III) according 
to claim 1 where the protected form of Rj is the amino protecting group selected 
from the group consisting of: 

(I) C r C 4 alkyl, 

(II) ^CELj-, 
20 (III) (<|0 3 C-, 

(IV) R a -CO- where R a is (A) H-, (B) C^-C.^ alkyl, (C) Cg-Gy cydoalkyl, (D) (C r 
C 5 alkyD-O-, (E) ClsC-CH^O-, (F) HgC-CH-CH^-O-, (G) ♦-CH=CH-CH 2 -0-, (H) #. 
CHg-O-, (I) p-methoxyphenyl-CH 2 -0-, (J) p-nitrophenyl-CH 2 -0-, (K) <K>-, (L) CH 3 - 
CO-CH2-, (M) (CH 3 ) 3 Si-0-, 
25 (V) R b -SO z - where is: (A) (C x alkyl)-, (B) <>-, (C) p-methylphenyl- and (D) 

19. A process to prepare 5-hydroxymethyl substituted oxazolidinones (III) according 
to claim 18 where the amino protected form of R x is benzyloxycarbonyl. 
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20. A process to prepare 5-anrinomethy] substituted oxazolidinone amines of formula 
(VII) 



CH 2 NH 2 



10 where R x is 



(VII) 



15 




where X 1 is -H or -F; 
where X 2 is -H or -P; 
where Q 1 is: 



20 



a) 



25 



b) 



A 2 



A'- 



A" 



(CH 2 ) m X 



30 



c) 




35 
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5 



10 



15 




20 \ 




35 
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Q 1 and X 2 taken together are: 
Vf 



5 



where Z 1 is: 





a) 


-CH 2 - ( 


10 


b) 


-CH(R 4 )-CH2-, 




c) 


-C(OK or 




d) 


-CHjjCI^CHj,-; 




where Z 2 is: 




a) 




15 


b) 


-o-, 




c) 






d) 


-OS-, or 




e) 


-S-; 




where Z 3 is: 


20 


a) 


-o 2 s-, 




b) 


-o-, 




c) 


-OS-, or 




d) 


-s-; 




where A 1 is: 




25 


a) 


H-or 




b) 


CH 3 ; 




where A 2 is: 






a) 


H-, 




b) 


HO-, 


30 


' c) 


CH 8 -. 




d) 


CH 3 0-, 




e) 


R 2 0-CH 2 -C(0)-NH- 




f) 


R 3 0-C<0>-NH-, 




g) 


(C 1 -C 2 )alkyl-0-C(0)-, 


35 


h) 


HO-CH 2 -, 
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i) CH 3 0-NH-, 

j) (C r C s )alkyl-0 2 C- 

k) CH 3 -C(0)-, 

1) CH 3 -C(0)-CH 2 -, 



10 




15 A 1 and A 2 taken together are: 
a) R « 



20 b) o— 



C) N= 



25 where R 1 is: 

a) -CHO, 

b) -COCH 3 , 

c) -COCHCl 2 , 

d) -COCHF 2 , 
30 e) -C0 2 CH 3 , 

f) -S0 2 CH 3 , or 

g) -COCHaOH; 
where R 2 is: 

a) H-, 

35 b) CH 3 -, 
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c) phenyl-CH 2 -, or 

d) CHgCXO)-; 
where R 3 is: 

a) (C 1 -C 3 )aikyl-, or 
5 b) phenyl-; 

where R 4 is: 

a) or 

b) HO-; 
where R 5 is: 

10 a) H-, 

b) (C r C 3 )alkyl-, 

c) CHg = CH-CH 2 - or 

d) CH 8 -0-<CH 2 ) 2 -; 
where R 6 is: 

15 a) CH 3 -C(OK 

b) H-C(0)-, 

c) C1jjCH-C(OK 

d) HOCILj-CXO)-, 

e) CHaSOa-, 



20 




C(0) 



25 g) F 2 CHC(0)-, 

h) 



N^N- C(0) — 
W 



i) HgC-CCOO-CHg-CCO)-, 
30 j) H-CCO-O-CHjj-CXO)-, 

k) ^°\^C(0) 



1) HO* CH-CI^O-CHg-CCO)- or 
35 m) phenyl-CH2-0-CH 2 -C(0)-; 
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where R 7 ie: 

a) R 2 O-C(R 10 )(R n )-C(O)-, 

b) R 3 0-C(OK 

c) R 8 -C(0>, 



d) 



10 



15 




e) 




H 



f) H 3 C-0(O)-(CH 2 )2-C(O)-, 

g) R 9 -S0 2 -, 



20 h) 




i) HO-CH2-CCO)-, 

25 j) R^CHjjV, 

k) R^-CXO-O-CILj-CCO)-, 

1) (CHs^-CI^-CCO-NH-, 

m) NC-CHjj- or 

n) F 2 -CH-CH2-; 
30 where R 8 is: 

a) H-, 

b) (C r C 4 )alkyl, 

c) aryl -<CH 2 ) p , 

d) C1H 2 C, 
35 e) CLjHC-, 
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f) FH 2 C-, 

g) F 2 HC- or 

h) (Cg-Cg^cloalkyl; 
where R 9 is: 



30 



a) 


-CH 3 , 


b) 




0 


-CHjjCHsCHg, 


d) 


aryl or 


e) 


-CH 2 CN; 


where R 10 


is H- or CH 3 -; 


where R 11 


is H- or CH 3 -; 


where R 32 


is: 


a) 


H-, 


b) 


CHgO-CHgO-CHa- or 


c) 


HOCHa-; 


where R 13 is: 


a> 


CH 3 - ( 


b) 


HOCH 2 -, 


c) 


(CH^gN-phenyl, or 


d) 


(CHg^-CHjj-; 


where R 14 is: 


a) 


HO-, 


b) 


CH 3 0-, 


c) 




d) 


CH a O-CCO)-0-, 


e) 


GHa-CXO-O-CHg-CCO-O-, 


0 


phenyl-CI^-O-CHa-CXO-O-, 


e) 


HCMCHg^-O-, 


h) 


CHgO-CHa-O-CCHg^-O-, or 


i) 


CH 3 0-CH2-0-; 


where R 15 is: 


a) 


H- or 


b) 


C1-; 


where R 16 is: 


a) 


HO- 
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b) CH3O-, or 

c) F; 
where m is 0 or 1; 
where n is 1 thru 3; 

5 where p is 0 or 1; 

where aryl is phenyl substituted with zero (0) or one (1) of the following: 



a) 


-F, 


b) 


-CI, 


c) 




d) 


-OH, 


e) 


-NH 2 , 


f> 


(C r C 4 )alkyl, 


ff) 


-qx^oyocH 3f or 


h) 


-NO a and protected forms thereof, 



15 which comprises: 

(1) contacting 5-hydroxymethyl substituted oxazolidinone alcohols of formula 

<ni) 

OH) 



O 



20 




CH 2 OH 

25 where is as defined above with a sulfonylating agent selected from the group 
consisting of compounds of formula (V a -V^) 

Ma-SO^H^CNO^Cl^ CV a ) 
Ot-S0 2 -C 6 H n3 (N0 2 ) nl Cl n2 3 2 (Vb) 
CKSOa-F^ (V c ) 
30 6(S0 2 -CF 3 ) 2 (V d ) 

where is 0, 1 or 2; 

where n 2 is 0 thru 4 with the provisos that: 
if elj is 0, n 2 is 2, 3 or 4, 
if rij is 1, n 2 is 0 or 1, 
35 if nj is 2, n 2 is 0; 
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where n 3 is 5 - (nj + n 2 ); 

where M 3 is CI- or Br- to produce the corresponding oxazolidinone sulfonate 
of formula <VI a -VI d ) 



I U- H (VlaorVIb) 



o — S0 2 CeH,, (N0 2 ) nl 



10 



^ ^ (Vic) 



CHj O SO, F 



15 



— t (Vld) 

CH* O S0 2 CF 3 

and 

20 (2) contacting the oxasolidinone sulfonate (VI a -VI 4 ) with ammonia at a 

pressure of less than about 30 psig. 

21. A process to prepare 5-aminomethyl substituted oxasoUdinone amines <vn) 
according to claim 20 where the sulfonating agent (V) is selected from the group 

25 consisting of 2-nitrobenzenesulfonate, 3-nitrobenzenesulfonate, 4- 
nitrobenzenesulfonate, 2,4-dinitrobenzenesulfonate and 2,5- 
dichlorobenzenesulfonate. 

22. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 

30 according to claim 21 where the sulfonating agent (V) is 3-nitrobenzenesulfonate. 

23. A process to prepare 5-aminomethyl substituted oxaaolidinone amines (VII) 
according to claim 20 where step (2) is performed at about 0 to about 20 psig 

35 24. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
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according to claim 23 where step (2) is performed at about 0 to about 5 psig. 

25. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 20 where step (2) is performed at about 60° or less. 

5 

26. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 20 where is phenyl substituted with one -F and one 
substituted amino group. 

10 27. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 26 where R 1 is: 

3-fluoro^44^enzyloxycarbonyl)-l-piperazinyl]phenyl or 
3-fluoro-444-morpholinyl)phenyL 

15 28. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 20 where step (2) is performed in the presence of an aldehyde. 

29. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 28 where the aldehyde is Ar-CHO where Ar- is phenyl- optionally 

20 substituted with F-, C1-, Br-, C^-Cg alkyl, HO-, OgN-, CH3-O- or C 2 H 5 -0-. 

30. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 28 where the aldehyde is salicylaldehyde. 

25 31. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 20 where M3 is C1-. 

32. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 20 where step (2) is performed at atmospheric pressure. 

30 

33. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
according to claim 20 where the contacting is performed in the presence of water. 

34. A process to prepare 5-aminomethyl substituted oxazolidinone amines (VII) 
35 according to claim 20 where the sulfonylating agent (V) is 
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M 3 -S0 2 .C 6 H n3 {N0 2 ) nl Cl n2 (V a ). 

35. An oxazolidinone sulfonate of formula (Via or VIb) 



I 1^.. H (Via or VIb) 

^ ° SO, C e H„3 (NO a ) n , Cl^ 



where B x is 

10 



15 

. where X 1 is -H or -F; 
where X 2 is -H or -P; 
where Q 1 is: 




20 



a) 



25 



b) 



A 2 

A1 ~J fCH 2 ) n 

I 1 N 



<CH 2 ) m X 



30 



O 




N 

X 



35 
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Q 1 and X 2 taken together 



are: 



where Z 1 is: 

a) -CH, 



2*. 



10 


b) 


-CHOl^CHa-, 




c) 


-C(OK or 




d) 


-Cr^CI^CHg-; 




where Z 2 


is: 




a) 


-02 s -' 


15 


b) 


-o-, 




O 


-N(R 7 )-, 




d) 


-OS-, or 




e) 


-S-; 




where Z 3 


is: 


20 


a) 






b) 


-o-. 




O 


-OS-, or 




d) 


-S-; 




where A 1 is: 


25 


a) 


H-or 




b) 


CH 3 ; 




where A 2 is: 




a) 


H-, 




b) 


HO-, 


30 


c) 


CH 3 -, 




d) 


CHgO-, 




e) 


R 2 0-CH2-C(0)-NH- 




0 


R 3 0-C(0)-NH-, 




S) 


(C 1 -C 2 )alkyl-0-C(0>, 


35 


h) 


HO-CH 2 -, 
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i) CH s O-NH-, 

j) (C,-C 3 )alkyl-0 2 C- 

k) CH 3 -C(OK 

1) CH 3 -C(0>CH2-, 



m) 



10 n) 



A 1 and A 2 taken together are: 
15 a) 



R 12 



of- 1 





b) 


o= 


20 














c) 


N= 




where R 1 u 


i: 


25 


a) 


-CHO, 




b) 


-COCH 3> 




O 


-COCHCl 2 , 




d) 


-COCHF 2 , 




e) 


-C0 2 CH 3 , 


30 


f) 


-S0 2 CH 3 , or 




e) 


-COCHjjOH; 




where R 2 is 






a) 


H-, 




b) 


CH 3 -, 


35 


c) 


phenyl-CHg-, or 



66 



WO 97/37980 

d) CH 3 CCO)-; 
where R 3 is: 

a) (Cj^Jjjalkyl-, or 

b) phenyl-; 
5 where R 4 is: 

a) H-, or 

b) HO-; 
where R 5 is: 

a) H-, 

10 b) (C^alkyl-, 

c) CH 2 « CH-CrLj- or 

d) CHg-CKCH^-; 
where R 6 is: 

a) CH 3 .C(0)-, 

15 b) H-C(0)-, 

c) C^CH-CCO, 

d) HOCH 2 -C(0)- ( 

e) CH 3 S0 2 -, 

g) F 2 CHC(0)-, 
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20 



25 



30 



h) N^N- C <°) — 

i) HgCCCO-O-CILj^XOV, 
j) H^XW-O-CHjj-CCO)-, 

°^ C(0) 



k) 



iJT 



1) HCh CH-CH^O-CHjj-CCO or 

m) phenyl-CH^-CHa-CXO)-; 
where R* is: 

a) R 2 0-C(R 10 XR 11 )-C(O)- f 
35 b) R 3 0-C(0)-, 
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15 



f) H 3 C^3(OMC2H 2 )2-0(0)-, 

g) R 9 -90 2 -, 



h) 




20 

i) H0-CH2-C(0>-, 

j) R^CHgV, 

k) R^^OVO-CHg-CCO)-, 

1) (CHg^-CHjj-^O-NH-, 

25 m) NC-CHa- or 

n) P 2 ^3H-CH2.; 
where R 8 is: 

a) H-, 

b) (C r C 4 )alkyl, 
30 c) aryMCH 2 ) p> 

d) C1H 2 C-, 

e) CljjHC-, 
f> FH 2 C-, 
g) FjjHC- or 

35 h) (C 3 -C 6 )cycloalkyl; 
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where R 9 is: 

*> -CH 3 , 

b) -CHjjCl, 

c) -CH2CH=CH 2 , 

d) aryl or 

e) -CH 2 CN; 
where R 10 is H- or CH 3 - ; 
where R 11 is H- or CH 3 -; 
where R 12 is: 



25 



a) 


H- 




L^tlgU-CligO-CHg- or 


c) 


HOCH2-; 


where R 13 


is: 


a) 


CH 3 -, 


b) 


HOCH 2 - f 


c) 


(CH 3 )2N-phenyl, or 


d) 


(CHg^-CELj-; 


where R 14 : 


is: 


a) 


HO-, 


b) 


CH3O-. 


c) 


HjjN-, 


d) 


CHgO-aO-O-, 


e) 


CHg-CCO-O-CHg-CKO-O-, 


f> 


phenyI-CH2-0-Ci^<:(0)-0., 


e) 




h) 


CHaO-CHg-O-CCI^Jjj-O-, or 


i) 


CH 3 0-CH 2 -0-; 


where R 15 is: 


a) 


H- or 


b) 


C1-; 


where R 16 is: 


a) 


HO- 


b) 


CHgO-, or 


c) 


P; 



35 -where m is 0 or 1; 
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where n is 1 thru 3; 
where p is 0 or 1; 

where aryl is phenyl substituted with zero (0) or one (1) of the following: 
a) -F, 
5 b) -CI, 

c) -OCH 3 , 

d) -OH, 

e) -NH 2 , . 

f) -<C r C 4 )a3kyl, 

10 g) -0-C(OK>CH 3 , or 

h) -N0 2 and protected forms thereof, 
where n x is 0, 1 or 2; 

where n 2 is 0 thru 4 with the provisos that: 

if n x is 0, n 2 is 2, 3 or 4, 
15 if n x is 1, n 2 is 0 or 1, 

if n x is 2, 112 is 0; 
where n 3 is 5 - (n x + n 2 ). 

36. An oxazolidinone sulfonate (Via or VIb) according to claim 35 which is: 
20 3-nitrobenzenesulfonate ester (R)-[N-3-[3-fluoro-4-(N-l-(4- 

cai±HDlxm2axy)piperazm^ 

2-nitrobenzenesulfonate ester (RMN^[3-fluoro-4-[N-l-(4- 
carbobenzoxy)piperazinyl]phenyl]-^ 

2,4-dinitrobenzenesulfonate ester (RMN-3-[3-f!uoit>-4-[N-l-(4- 
26 carbobenzo^)pipera2inylJphenyl]-2-oxo-5-03£azoUdinyito 

(R)-[N~3-[3-fluoro-44N-M4K^^ 
oxazolidinyljmethanol 4-chlorobenzene sulfonate ester, 

(R>-EN-3-[3-fluoro^4N-W4-car^ 
oxazolidinyllmethanol 2,5-dichlorobenzenesulfonate ester, 
30 (R)-[N-343~fluoro^[N-H4K^obenz^ 

oxazolidinyl]methanol 4-nitrobenzenesulfonate ester, 

(RMN-3-[3-ftuoix>^-morphoHnylp 3- 
nitrobenzenesulfonate ester, 

(R)-[N-3-[3-fluoro^-morpholinylphenyl]-2^xo-5-oxazoHdinyl]methanol 4- 
35 nitrobenzenesulfonate ester, 
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(R>[N-3-[3-fluoro^-morp^ 2 
nitrobenzenesulfonate ester, 

(RMN-3-[3-fluort>^^^ 
dinitrobenzeaesulfonate ester, 

chlorobenzenesulfonate ester, 

(R)-ntf-3-r3-fluo^ 25 

dichlorobenzenesulfonate ester. 



10 



37. An oxazolidinone sulfonate (Via or VIb) according to claim 36 which is: 

3-nitrobenzenesulfonate ester (R)-[N-3-[3-fluorc^4-<N-l-<4- 
^obeiizoxyteiperazinylJ-phenyl^K^ 

2-nitrobenzenesulfonate ester (R)-[N-3-[3-fluoro-4-{N-l-(4- 
carbobenzoxy^iiwrazmylJphenyl^-oxo^^xiuohdinyUm 
15 2,4-dinitrobenzenesulfonate ester (RMN-3-[3-fluoro-4-[N-l-(4- 

cJarbobenzoxy^iperazinylJphenylj-^xcvS^xazolidiriylJmethanol, 

(R>IN-3-C3-fluoro^[N-M4 W bobenzo^)piperazinyl]phen y l].2 
oxaroudinyljmethanol 4-chlorobenzenesulfonate ester, 
raMN-S^S-fluoro^N-l^s^ 
20 oxazoUdinylDmethanol 2,5-dichlorobenzenesulfonate ester, 
(RMN-343-fluoro^[N-1^4s^^ 
axazolidinyljmethanol 4-nitrobenzenesulfonate ester, 

(RHN-S^S-fluoro^-morpholinylphenylJ^^o-S^xazolidinyljmethanol 3- 



nitrobenzenesulfonate ester. 



25 
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